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= (54) Title: DIHYDRONAPHTHALENE DERIVATIVE COMPOUNDS AND DRUGS CONTAINING THESE COMPOUNDS AS 
^ THE ACTIVE INGREDIENT 

5 (54)^a)«»: *t kp*7* is>mmmt£®t$*v*<Dit£to£%%itfLKk*z>mm 

(57) Abstract: Compounds represented 
by the following general formula (I): (I) 
wherein each symbol has the meaning as 
defined in the description; salts thereof 
(I) and drugs for controlling peroxisome 
proliferation-activated receptor which 
contain these compounds as the active 
ingredient. Because of having an 
activity of controlling peroxisome 
proliferation-activated receptor, the 
useful as hypoglycemics, lipid-lowering agents, preventives and/or remedies for 
syndrome X, hypercholesterolemia and hyperlipoproteinemia, preventives and/or 
hypertension, circulatory diseases, over-eating, ischemic heart diseases, etc., HDL 
and/or VLDL cholesterol-lowering agents and risk factor relieving agents for diabetes 
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compounds of the general formula (I) are 
metabolic errors such as diabetes, obesity, 
remedies for hyperlipemia, arteriosclerosis, 
cholesterol-elevating agents, LDL cholesterol 
and syndrome X. 
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-m. ( i ) 




(I) 



se&**ru jtm^rn, nm&TM, mmm. mm. ^Kn-w, 

■ftftfefiLM, HDL = ^fn-/Uj:#||, LDL V^fu-rV&XM/ 



WO 02/051820 



PCT/JP01/11255 



mm* 

5 &ffi&® 

(i) -ttS: (i) 



10 




15 (3) %fib*?tm&$rb\sX^-rz>mmz.wirz>o 

leaser* »rtS$ft"ei!»«^t*^y-A*«iijSttft$lPft 

20 (Peroxisome Proliferator Activated Receptor ; P P A R i: B&IB"t* 

5) tf5£i£*VCV>5 0 PPARfSu $t^^i»P>cDNA^B 

S > vOSlS^btltV^ (J. Steroid Biochem. Molec. Biol., 51, 
157(1994) ; Gene Expression., 4, 281(1995) ; Biochem Biophys. Res. 

1 
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Commun., 224, 431(1996) ; Mol. Endocrinology., 6, 1634(1992) #f&) 0 

$t>K, ymtt&tmmm* %mm&. mm, mm, ^mx, a m^±\z 
item nm> nurwau 6mKmcMM®m&n,htiir%mmz 

^LTV^r^JoSfcktLTV^ (Endocrinology., 137, 354(1996) #{$)„ 
m (NIDDM) tT^J&ttT*3!9> W%.ffiM%<Dn!hW&%iE 

10 




y t) % P PAR v (Dm^mB^m±^^> - t LTV>S 

15 (Endocrinology., 137, 4189(1996) ; Cell., 83, 803(1995) ; Cell., 83, 
813(1995) ; J. Biol. Chem. , 270, 12953(1995) #JI) 0 ^ot, PPAR 
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(Genes & Development. , 10, 974(1996)) £ bfrbs P PAR y SrSH4ffc"f5 

SftSlFfrP PAR v ttftlftWB^WISfcBBboTiS?) (J. Biol. Chem. , 272, 
5 5637(1997) *3«J:tf Cell. , 83, 803 (1995) #fl) , t*L«r8Htfc*T?#S?-7>' 
5^>^flct^l^ia^*<K^*^i*»b*tW«. Sift, fcMC 

ftfc (Lancet., 349, 952 (1997) #J§) 0 lot, PPAR 

10 fHfc5tf*«IW%ll*ttKtffit** i:#^P>^S 0 i i6-C> Science., 
274, 2100(1996) fctt* PPARy ^&{b1-5r:£fc£oT*©i&te&fli 

afc£*#iwh£*vc*5 t©ri^5>ppARvse u 

So 

$?<D3m.%WM-T*% <5 P PAR y ff &&M*fflttJiLmT?& ffiftffiTSk 
20 PPARy^fls^^&ttSrJUMfSr^^^^h^ *>SV^ 
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o 



yj-^u-h mik&v>><DMi&fim&)m£im<o-~3& ppar« g&fct?*> s 

5 Z.k t> W! (Nature. , 347, 645 (1990) ; J. Steroid Biochem. Molec. 

Biol., 51, 157(1994) ; Biochemistry., 32, 5598 (1993) #*$)„ Zfot><DZ. 
tfcb* yj^V- bXtt&m#fflEfc U55PPAR a&wt*>m9mft* 

10 itb^mt>, PPARaimZ-t-Z&yHS&kLX, *5E, WO 9 7 3 

6 5 7 9*W»»fc$tffi«f^«rWUTV^«ili35S«#**Lfc 0 £fc N J. 

Lipid Res., 39, 17(1998)fcttPPARoS*flcOSttftfcJ;o-CJl5ftft5 
(HDL) nWra-^I ^LT N i&&g<J#S6 (LDL) a 

U^n—;u^>mW^&V^m& (VLDL) 3Wtb-;K Sb^ttMJ^. 
15 U -fe KOfcTfMifctfLTVSr. fcaMMf£*fCV*«. Diabetes., 46, 

348(1997) \Z.\$yjyv— h3Hfr£#J<£>— O n ^f 8 7 ^ h fc«fc otW 

toTPPARc^MSttWr^ f^PPARal 

e g %<DmL*%mir z ppar« w##j«:jist©T#j> iSfmife^m^m £ 

20 LTfiT^5rf^!3T^<s HDLa W0-;H##1, LDL^V 
^TB — /Vfc £ fc ft V L D L = l"* x n ' — /^(DMl'pjfcjQ s % t TlfrJP 

A 
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P PAR 5 g*fl*tf*fc«ttfc Lfc 9 # V K*P P AR 5 

PPAR6f3\ i:#^PPARj3> fcSV^fc h^^fcttNUClfcfc 
ffcSfttVS. ^3x&T*K:P P AR 5 ©£«&&i WO 9 6 0 1 4 3 

-f:/) tfst hPPARo^^^m^we^v-fe^-o^gtSSr^ifSl^t 
5rt^$nxv^o Sfc, ftffi* pPAR5HeK(^v^^Jt£Sr^rU 

ppAR5Sr^nsfc«aH44tt-5^* (7=*=*io jpsfflsn (wo 9 7 

2 8 1 4 9#9!i&8#K S&WftbOftWHDL #S 6) =» 

10 ^'^7 i cI-/^±#^$^WLTV^5^li:^^$ttrc 0 ^oT> PPARS 

15 #x.feft3o 

MZ-ti, WO 9 8 2 8 2 5 4#KHe*^tt. -jftsfc (A) 

A A_ x 1A_ Y 1A_ x 2A_ w _ (CH2)nA _ CH B A 

I (A) 

X 3A_ R 3A 

20 (5W % A A figmS^^•LTV^Tt><tV^T V -A'S* U 
25 »1~8 07;WI^^U nAr±l~4 0^^^"fo) 
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WO 9 9 1 1 2 5 5#||jWte»3\ (B) 



5 




0£4> N R XB f±Cl-8T/l^A«SSWfcU R aB fi-COOR 3B S (£ 
liCl~87^*vyi#«r*t)U G B ft£*I?fgl^ ^fctt^nSRSSr* 
mh E 1B M;Cl~87/^^S^S^U E 2B te-0-£^£^fc> 

15 P^«^g^»^#Lfc 0 ) 0 

Knm©mk«r3 o 5) £f* s ^ (b-d x^^s^-awia 




20 

389! ©H* 

6 



WO 02/051820 PCT/JP01/11255 



(i) -mz (I) 



5 




Yfi(l)-0-S> *fctt(2)-S-£&*fcU 
10 ZftC l~4T/v¥l/V£Sr^U 

AfKD-O-S, *fctt(2)-S-£«r£frU 

R^WCOOR 8 !, (2)CONH 2 I, (3)CONHOHS, (4)CH 2 OH 
g N (5) CHOI, (6)lH-ff7 5 -A * fcf± (7) 3 , 5 - 

15 R 8 tt(l)*5R^ *fcf±(2)Cl~8T/^/v3ESr^*>U 

R 4 «C (1) **JS(^ * fctt (2) C 1 ~ 8 TfV*)V%&m> U 
20 DteD\ D\ *fcfci:D 3 £^bU 
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5 D 2 fi 




10 ring 2t±B»J|C^ **JR«fctt««IISC^6>WlS*t* l~4$tf) 

d 3 «ci~8 u 

R^U)**!*^ (2)Cl-v87^/H, (3)=foS, (4)NR 7 R 8 £> 
1 5 (5) /> u ^H^. (6) C 1 ~ 8 T/V= *ism, (7) C 1 ~ 8 TA"*/^;*-^ 

(8)cf 3 s, (9)cf 3 os. ao)-®%tcn£.mmmztiT^xh£^c 

20 U 

U 

mftl~3^r*^i- 0 ) 
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(2) ZfrbVW&m. &J:tf 

(3) Ztib&mi&£kl,X^1-zmM\mi-5o 

^^fvK ^^V/K "V/^/K ^-^^/vSfei^nbO^^T'fe 
^iB#4« N ci~47/^i/yStfj:s ^?-v>\ MM^- 
10 fcWWK C l~5T/i^v^gi:te N x.f-ui/^ MM^ 

ci-3mwySitt, ^fwy, mm^- 

z/s 7b*^ ^i/^-tv^r*?*/^ ^rf^jv^v^ 



25 
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*Wmm*. ring l#«fctfR 6 fc:J:oT^;b£*L5 x -fR*fctt£8WS 
HftSJvtVNTfc <fcV^3~l 0<Dlimtitz.\*ZM3$mm.T3-;vb UC 
MzlI£^ i/?u7us<y s i/fu^fy, *s?u^* 
10 *s#xn<79V^ isfn*??^ Wn/i-ls^ ^of*^ V 

^pyo^y, i/^u-fv-y^ v^p^yf^ v^n^^-t^ v"^n^ 

p^^i>zc^ N $s?u*-##i?=.^ ^y-a^ s<y#uy^ rxi/y, 

XWffimtp, ring 2*5£tfR 6 K < J;oT^;b£;Jx5, ^SfJjjH% 

20 /V© ? *>, wtmm*, m.mm*tt\mnm*frbm9ii$ftz> i ~ 4^©^ 

% fn-/K -rs^vwK hyr^/-/K 7h7^K 

p$»\ t?y^y % i: o y^i>^ x nft?^ i>r^^^> 77 



o 




5 
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-/K ^i^Ti^ ttlrtZWs **W7HX^ ? 

y-K-vK -fy>fvK-^ -fvKUv^^ ^77^, -fy-<yy7 7 
y-yy N i-7^vi?y, ^/*f-yy> *i-*svv* ^yy* 

3rf-y*-/K ^y^ry-/K ^<y y-T S ^P^y> ^<yy:7 

^y^f/v'r^/K ^<yy hy r^^^w £>*l5 0 

10 P«^«r£tf* -»*fctt^as«fft**bfc 3-1 0 JloWSfctt^iUS^ 

^nmry-zvitTfi, r^y^v, ri?^ t°py^ N i?p y-yy % 
^r^yy >\ 4%tr % /y*J^ vyryyy, hyryy-yy> ^b^y 
y y, x h 7 y y s^y* y y y, tr 9 y y s>y, kp tr y -yy, x 
h9 1 kp ^ y $?y\ t°^y y>> kp vy&y, r t kp tr? -y 

15 y, t°-<7 i^y Knt°y ^ *yy, fh7tKnt°y^ s*y* K 
ptfy^-yy, ^tKaify^y fb7tKn^y^y ^tKn 
tfy^yy, -yt Knrffy ff7t Knrift'y, t Knrftf 

y N -yt Kni^Tiflfy> rh7t KP^Tiffc:^ fc KPS*T*gfcTy, 
^i/7>> *-*"fe*y, -yt Kn77y rf7t Ko77y v?t Kp 
20 ^y fh7k Kn^y, ^fc KP^-ferfcfy, 7b7t Kn^irfc 0 
y % t: Kp try, T-Jyy^ fx^y -yt KnWxy, x 
h7t Knf*7sy -yt KPf-^f y (-yt Kn^tfyy), 7f7tK 
P^y (7h7t KPft^y), -yt Knfxfy 7f7t Kpx^ 
t'y, /*—fc Kn^-ottfy, -yt KP^f-y— 7f7t Ko^-y-y 

25 -/> et^-y y -yt kpw y^f-y^K -r h 7 1 Ko^yt# 
f-ywu c^y^-y-yy -yy), -yt Knf7y-^ rh^t kp^tv 
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rh7t Kn^-r^ry-zv c^r^ryy^vK s^t kp^ts?v. 

ff7t Kn?T$*>\ S>1: Kp^T^TS^ fh7"t Kp^T^TS?>\ 
10 v>fc KofTf^^ fF7t Kn^Tift°^> t KP^Ti?tfy\ 

yK!}y, ^tKc^yy*77^ /•?-tKo^y77V N S?fcKP>fy 
^yyyyy^ /<— t Kn/fy^/77^ Fv^yi/f*? 
15 />°-t Ko^y^Wiy, KnW y^^W*y, t Kp 
^y^yyft7iy, >?t kp-t y^y-/K ^-tKn^y^/-/K 
i?tKP^/!Jy, fh7tKn^;!Jy, a<— tKn#yy^ Kn 

-Yy^y y >\ fb7t kp^ y^y y y> ^-t kp-t y^y y y N 

20 nWUv'y, fh7tKot7f9i?y /^tKnt7f^^y 5? 

t Kn^y^f-y^ 7^7* Kn^y^y y> t Ko^y^rtyy, 
tKP-yy/yy, Thy^Vn-yy/vy. ^tKowy^ 

25 yiV^/l'^y >\ i?fc Kn^y^t^rf y^/K fc Ko^^y^f" 

y-/K Kn^o-y^ry^/K KP^^y^ry—zK s>t k 
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*%Wfc#^X, PPARftJ«J£tt> P PAR al, vl> 5§L «*5 

Sr^-rSo *»W^«F* U^»»«:W:, PPARalMM P 
PARy»i##k PPARSlim PPARa*3«tt)«7Mai|»J> P 
PARa*5iU?5MM»iT*fei9, #£#£L<ft, PPARafcWvI 

10 *&m<DPPARummm, ppARr^^mPAR 
Ty?*~*Yh^-&ftz>o &-&v<n, ppart^ hxhV, £?> 

0£L<ttPPARaMT=f~*K PPARylT^b> P PAR 8 
mT^^Y, PPARaUWylT^K PPARaWSlT 
=T=* bT'fctK #fc#*L<f*s PPARa^ylT^ hXhZ> 0 

(e, z, h9y*m, ^mm<o^m\z. xzm&fc (R^ s#> 

25 
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15 ry^^^Atf), ^mr^ (by^vKr^. ^w^y, 

^yv^, ^;x^;-/v7 5y> i?i^;wu7 5y> hV* (t Kp^t 

-rW^BWIU &&#BH& 
*?yx/u*ym&, ^?y*;vifrym&, ^yteyxArtsy 

25 *38Mtcf4-jR* (I) *5.fct*±ffi 
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Si:tT^*b<fi> (-CH 2 -K (- (CH 2 ) 2 -) N 

^fcfthy ti-w (- (ch 2 ) 3 -) xhv, mma^tt.*'?^ (- 

CH r ) -CfeSo 

*mMW*> ZiLTSfSKIt ^fi/y (-CH 2 -K ^tztt^u 
^ (- (CH 2 ) 2 -) T*fc«9, #^^L<ft^V'^ (- (CH 2 ) 2 -) 

15 ^M*^ R x i:b-C^*L<^ COOR 5 S, CH 2 OH^ 1H-7 

h 7 v-jv- 5 -a /i^mxh v ^ m\m* l < ?±c o o r *mx& z>, 

Xmtm*. R 2 33£tfR*bLXftt.L<^ TK^M^x C1~87M 
/l^S, $. fctt C 1 ~ 8 T/Vn ^^T'fc !5 , #fcljff * U < ftTK^M^fc 5 D 
XsmW*. R 4 1 LT0£ L< C 1 ~ 8 T/t^/Wg-efc 9 , 
20 L<\t* s 7-/i'&Xh%o 

XtbZo 

mmm*. AtLxB^<tt-o-m, -i-tin-s-mx&y), m^. 
&t-L<\it-o-mxh%o 

25 *mW% s ringli U< W\ -^*fcf^gP^?P$HTV^ 

-ct> j^c 3 ~ 7 m«*stT y «9 . mm* l < «c 3 ~ 7 ^ 
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r i n g 2 k LT04U<^ tt*JIH% SBWff**fctt* 

5 mz&t. b< ttttatjnre* asfm^^fefisEiiis^fc^*^ i ~2<@ 
i?yi?ym. *<<yi?>m* x^&yms f-^^vym, 

10 -jas: ( i ) wsftsfl:^*© ? fc, u^^tt i br«t, -»5£ 
(i-a) 




15 •f^<T©iB#-ttUWBfciai«!*«r*fci- 0 ) -czfrSltSfls^*, -# 

(i-b) 




20 (xW, i->*T<0lB*tt^fcRCI^fc*fc*.) *3<fc 
tf-jKS; (i-c) 
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10 ^5/^ .^^—2 (PicaGene Basic Vector 2) (j&iSi£ N MfH 

tfc N tf^n^No. 309-04821) SrS*^^ £ LT, /n^—x 

Ga 1 4Sfi©DNAiS'oM^ l#itf>£>l 4 7# B ft'©7 ^ /^gS 
15 ^Jlfa^KtSDNATIII^ t b P P AR a 4fcF±y l> KtS 

— KtSDNA^ 7l/-A^5 J: SfcBteLT* PicaGene 
Basic Vector 2 0^0*-^- • xy^yf- ig^TJftfc}? Alfe. -<£>$U 
3S^bfc^^7ge^«rt»'JBai-^<<s t fPPARtttfcfiv^O 
y $V Wfc&ffi&OT 5 / JfeflSfctt. S V 4 0 T -ftK (antigen) 
20 gj^fri'^VK AlaProLysLysLysArgLysVa 1G1 

y (se#i##2) isu — *^4?^^*«t«:^sea©ifew/Bt- 

h— 17\ TyrProTyrAspVa lProAspTyrAla (IB?!l 
3 ) fiIR#it = K^^IRfcE-*-* «t 5 fcD NAffi^rj t bfc 0 

^5^r±,R. Mukherjee £> (J. Steroid Biochem. Molec. Biol., 51, 157(1994) 
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M. E. Green b (Gene Expression. , 4, 281 (1995) #i$k A. Elbrecht 
h (Biochem Biophys. Res. Commun., 224, 431 (1996) #ig£fcJ3: A. Schmidt 
6> (Mol. Endocrinology., 6, 1634(1992) #H) tef2*fc§*Lfc* fchPPA 

5 t: hPPARaP^VKi^-aiS^: S e r 167 -Ty r 468 
thPPARyJJ^fy K*££fg$c : S e r 176 -T y r 478 
(t hP PAR y 1 fc h P PAR y 2 g^#T-f* Ser^-Tyr 506 fcfBMS 

U 4k<lRlC«aa^I"C*>5.) *3-Ki"«DNA%ffiffiLfc 0 *fc^ 
(B^fc»i-5J^«S:*^^— 1"^< > P PAR V ify KIS£«l6fc*3fcLfc 
10 Ga 1 4SgODNAiH(^ 1#B*»6> 1 4 7#B £*C<E>T ^ yttKft 

(2) fc f P P AR a tfcfi y S***ffiV^fc^V7 x ?-*T y 

^/W<j/3 3S:3E>f— ^/l^fttl (DMEM) fcWJEjfo.tf (GIBCO BRL it\ 
15 n ^ No. 26140-061) ZfeWkg. 1 0 5 £ 5 fc^flU U $ b 5 0 

U/m 1 ©-"^5/ JJ i/G t 5 0 g /m 1 h h W WSrJpjfcfc 

^HftGc^ Ga 1 4-PPARM^^^DNA^> 1M± 

20 a(dish)fc2X 1 0 6 cellsSSLT^#, JiL»«*ftV^Wfi-T?-ia*iMfc 
ffs&JfcbfcaU 0ml »x:fCo U#-*Ht£r?-l 0 a g n G a 

1 4-PPARf§^/<:7*-0.5j* gkVtf7*f hT^y (Lipof ectAMINE„ 
fSA^x GIBCO BRL ft, tf^Pt^No. 18324-012) 50m l££<il?nU ± 
mmm? 4 fa (dish) \z.& bfdo 3 7 °CT?i§«% 5-6 B*ffl3fctt> 10m 

25 1 (D^Wi^JfiLff (GIBCO BRL ft, ^7^ No. 26300-061) 2 0%^tf 
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ft 3*, 8000 cells/ 10 0ml DMEM- 1 0 %S*f JfiLffif/well <DM®M 

9 6 h \z3$wm u «wt tfc t # % 

&<D 2fiP»ftSrg-tf*38WflS-a*©DMEM- 1 0 %a*fjfiL«jS» 10 0m 

^^ft-C^SBW^flS^b^lb^^f-^^P^ (Eur. J. Biochem., 233, 
242(1996) ; Genes & Development. , 10, 974 (1996) 10/iMiiHIIO 
;^>7x7-fgtt^ 1.0 t Lfct^^s *3&9Hb£4SU 0 
10 fcffiHSESr&lfc^Ufc. 

P PAR y UT^l-/V^7 * 7 -if ftfeT-Oi&^&Tgteib-e 

^^(Cell. , 83, 863 (1995K Endocrinology., 137, 4189(1996) *3 £tf J. Med. 
Chem., 39, 665 (1996) &W 1 0 nMWAmO/Ui/y zcf— 1.0 i 

15 Lfc t # *»WflS-&* 10m M»f$©ffi#?£t££^ 2 Lfco 

ttRft^ftiU-Cx OT^-MF09911255 -^-^^B^ (3 
5) SS«©fc£fc$:«&BLfc. 




W09911255#WJB# % 2ffiMS (3 5) 
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3tl 4 









0.4 5 




0.0 1 


*1 5 






3»fe«|2 


2. 6 




0. 004 



10 o-cM^-rsrias-etSo 

jfcWF33J:t;jiL'ftM<PfiT^ (1) : 
*H£KKAy/Ta J c 1^?* (1»5RE) £ 8 MfpT?A?Sf^> WJ 

15 «ftinr*ff«iv\ n»sriim-«. mmmms (o bk «&aij£u 

fiB* ^FM^S^M^U F;i6B^ 0. 03% (w/w) 
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r± 0.01% (w/wk 0.003% (w/w) strim. %L<tm*ffim*z.x®i? 

4*4»hP^P*P K (TG) 4tte»l3£-$-S dbJfclWK TGI), & 
^ V V • jSSIflHllS® (NEFA), ^GOT, GPT&TfjJRO'frj/bSr 
*»e>j»RNA%atfJU /^f^Pyh (Northern Blot) &{C<fcoT:i^ 

10 fiitt©*) > #»wfl3£»» (f o. 03%&v*r± o. oi%, o. oo3%-£t?|& 

jmm m^x^M^^m^-r^m^m^ m% i^s-wra o. 03% 

i^it*4 Omg/k g/d a y ift5„ 
KKAy/TaV!>7|:fc1tS^OlfiLi> jfc^^y^ NEFA 

X^^^t^^Mo 

20 ifaiifeJ:tyjfatplBg<P<gT^ffl (2) : 

IftZucker fa/f a77f Crj-[ZUC] -fa/fa) , &tfIE 

S»SJ#I ^ (lean) 7^f (5Mfcfc Cfrj-[ZUC]-lean) &8iIfifr"C$EA 

m^-^xmzmmo^mm^n^Oo ^mm^nm*^ m& 
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vyv-zm^xu&L^ tsm • mmmmm (nefa) • tg n trn^Hb 
aic m&£fflfe-t-z>o r ©4»-ch b a i cmRTfftmzftMfc lxmwm 

&J|V>T»ft!l*Infi-5-'t-5. fc*3, »IBW»tfjE«r»fl8# (lean 9 y 10 
ov>Tf*l£ft-e£>5 0.5 0 /o MC«ra-^-t"5. 

10 ffflfft**tt1-$. iS!4Htt7BIfcI^fc^^o*t^7y-^ 
VvCtfcjfiL^ ii'NEFA'TG, SfetflCHbAl c ^SrSI^So * 
fc N »-§-H*&i4 0B^»lo«fA?m» (OGTT) fclBSU »»fig&# 
ftUBfclWtt**. OGTTfi, ^:©b&0 (S!#W#«i 3BB) 
USB (S!-£BM&«14BB) *0#]M^IJiUS:8U 4 0%^-^ 

15 te2g/5ml/kgfflil?lPSW 0 t^f^ 6 0&fttJ<12 0 

S:#Wtf&i 6 B Bo^Hr* U ?y b£^-7vH» 

TT'TO^^fe^iLU ifiLi^- jfiL^-T^y^- NEFA • TG, 
20 GOT, GPTSrlfTJR©^^ hSrffiV>T3»j£1-S 0 HflltiHiU S 

Zucker f a / f a 7 y h fcfctt5iS£l$©iL*t> Jfef-f V* P ^> 
NEFA, Hb A 1 c«fc5V^filliL«4»TGtfOfiT^«*»^*l»iil. 

25 <DT-&5 0 OGTTjC*3^S^E»«t^igT^m*^#Mf* 
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fflttPPARy©^fl:|ci3»t«SH4ftl2:S*UW« 0 Minute 
P P AR a<D&fc\£ftttZm&{t%8!&:l'r^Z d £#**3ft<5. 

^^tg4$jg£oirEfll (3) : 
5 A#R#¥ifr 3 ~ 4 a> ¥*&#fi$J 3kg ©Jgtfefr =^ fVv&I&A L, 

100g£lHl m&m-t&o WflSJjsJitf fc»»tt«B Ktf H*WIKrtfc«! 

10 -£5 0 ifcfcU i4 0BB© J JHSMiW*ff*V\ HUMMUS. 2fctflHfc:#: 

hy JJ y h • iLfem* • jfL/J^BOR • e«fc©a93£) XtMUftfcWtfftS (G 
OT • GPT • TJVj) v y**7T*-"£ • BM&M ' JR"t»** • * 

^Kr^j^ — ■€ ■ i^lf y/Hf^ • jfiijf • ^fp-;i/ • H 
15 DL • LDL • TGOffl]© «r«*i-<5. JB*."C % -*S!:ffti£ffi#S U Mfc 

fcV\ l#31gS:«5#rt«. 3, 7, 10, 140|» 

VNfi^lg^^^ 3~100mg/kg/day Sr^tPH^^H* r 
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ie%* ?mz*3 n 5 £m%&LMT G#:©<&r^ffl ^mjkm^mm 
igikm^tD^m&kxfi/ii-tcntfimih vxonsm&z^-tz wxh%> 0 

wmx% 5 0 
mm 

15 AR^j^-rs^ffl^brfc^. i6l*ii^t^i> mn&TM. w%ffi, mm, 

p -/Wo i T^/* fc & V L D L = X n -/U<^4>#k 
20 -AX^y^^r^Hg^Jt UT<£J&;BM#£*l5, 

-jftA (i) T?^£*i5#B9!fl^> *J i xttt <b<nim®MJ& 

#i/tv<>5fc«>, jfiL^m §i»BTau t»m#!> mm, wfp^x, 

DL^WTP -/^±#^> LDLnV^fP — AtfJ £ tf/*fctt V L D 
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¥fK ft** feffc S-^^fe, ABli*W*fcJ:&J* 

, lmgHlOOmgOfltN 1 B 1 0^6.^0^ P## (0£L< 

*fcr±i.B i«wa»&2 4i*m©«B-ettKrt 
20 gpa#©fcft©@(m*»n:H:, i^ri. %m. wm. mm 

£ tt>i:o©M^l^ h—-^ ^ 
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/i^p 7 9 w- h ft z<d wm&h z> wmmms'g.o y a /^xm& lt 

10 ny^k ^y^/^j^^-tfo ^<^<fc5 %Wi&mM%i\z&^x^ x>t 
m.wm\, mm\<o^^wm, ##mu mmu ^mn^ 

%LX^Xi>£i<\ 

&z\,vt?^ymo£?ftt§mM*ttLx^xi>£\<\ xyv-mvmt 

20 Jj&kfc, ^I^f^@#fF^2,868,691-^*5 < tOT^3,095,355#tC#b<|B^ 
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KttJKM* MJflL atfflU 5fcJ£fls» («*tf* 7* Jftff 

20 

3- (5-fcKo^^-3, 4-^tKnt7^vy-l-^) yp^V 
ft 
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3- (5-^ h^y-S, 4-^tKnt7^wy-l-^;v) rfn/<v 
m (25. lg (J. Chem. Soc. Perkin Trans. I., 1739-1742(1987)) 

mm) ¥ (2 0 0g) KM*., 18 0^T'3B#f B m#Lfc. 

m&m^-tzmmititm (n.8 g ) &#fc 0 

10 TLC : Rf 0.42(^pp*/VA : /l^=6 : 1) ; 

NMR(CDC1 3 ) : 5 9.21(s, 1H), 6.98(dd, J=7. 8, 7. 6Hz, 1H), 6.71(d, 

J=7.6Hz, 1H), 6.70(d, J=7.8Hz, 1H), 5.82(t, J=4.4Hz, 1H), 2. 68-2. 50 (m, 
4H), 2.36(m, 2H), 2.12(m, 2H)„ 

15 &*£M2 

3- (5-tKn^i/-3, 4-^tKnW^-l-</V) T'p^y 



20 feM*/-^ (4 0ml) Sr-10°C^*flU T/^^^f^Wf, 
(5. 92m 1 ) £:$>o< t)^TLs — 1 0 < C"C2 0 bfc„ 
r^^^##Mll?M5tbfc^tl (11. 8g) gi§.T' 1 B#H9JI# 
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= 5o:D -cit^u T%mqm*i?tz>wmi\&® uo.eg) 

TLC : Rf 0.72(^ onzfr/W* : S — 7^=10 : 1) ; 
NMR(CDC1 3 ) : 8 7.06(dd, J=7.8, 7.6Hz, 1H), 6.88(d, J=7.6Hz, 1H), 
6.70(d, J=7.8Hz, 1H), 5.88(t, J=4. 4Hz, 1H), 4.93(s, 1H), 3.68(s, 3H), 
5 2. 82-2. 62 (m, 4H), 2. 58-2. 49 (m, 2H), 2.26(m, 2H)„ 

5-tV^o^7^drv'- 1, 2, 3, 4-7f7tKot7^Vy-l-t 



5-tKD 1 — f h 7 a ^ (30. 0 g) U (18 0ml) W 
ilU-^W^/fy^ (1.13g) SrillfcfcfK tK^Ts ^ftt^ 
n^/u (25.0ml) SriTU SIU- UMIttLfc. £l&E£*&*2ja?J& 

h^77/f- (^f->-: ^^^=9 : 1-+5 : 1) "t? 
ffif»U TIB^ttliCSrrrsSa^^ (45. 4g) £#fc 0 
TLC : Rf 0.42(^riJ-y : tf&&zz.?-A'=5 : l) ; 
20 NMR(CDC1 3 ) : 5 7. 95 (dd, J=7. 8, 1.4Hz, 1H), 7.33(t, J=7.8Hz, 1H), 

7. 19 (dd, J=7.8, 1.4Hz, 1H), 2.79(t, J=6.0Hz, 2H), 2.65(dd, J=7. 6, 6.0Hz, 
2H), 2. 19-2. 05 (m, 2H), 1.40(s, 9H) 0 



10 
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10 



15 



2 _ (i -t Yu*ci/-5-}f/*uy( /Vtti/- 1, 2, 3, 4-f 



(l6.9g) o**^^^ (6 0ml) IM&fca?* (ftBSE*) Sr 
Jn^ JKfcbfcJU ##fl3^«3iLfcft;£* (45. 4 g) *5J:i*/p*Bfflfc • 

a&A'X>X l 7'A' (25.0ml) ©tfoK^^^ (12 0ml) ^I^ITL. 

*s*i»^ y^yt? & -?mtfk, mmvtco mm*fy 

Yfyyj- (^Vy : 8fS6^5vW= 8 : l-*5 : 1) Tit^U TIB^l 
tttt**^-«aWMb^* (33. 5 g) 
TLC : Rf 0.52(^drf->- : WM&f'A'=86 : 15) ; 

NMR(CDC1 3 ) : 5 7.42(dd, J=8.0, 2.0Hz, 1H), 7. 17 (t, J=8.0Hz, 1H), 
6.85(dd, J=8.0, 2.0Hz, 1H), 4.16(q, J=7.0Hz, 2H), 4. 10-3. 90 (br, 1H), 
2.80(d, J=14.0Hz, 1H), 2.76(d, J=14. 0Hz, 1H), 2. 68-2. 40 (m, 2H), 
2. 12-1. 44 (m, 4H), 1.35(s, 9H), 1.24(t, J=7. 0Hz, 3H) 0 
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##094T?S83tLfc-fb^ (33. 5 g) © h/Vxy (8 0ml) «SKfc % p 

- hA'*y*A'*vWt - Km® (i.52 g ) *Mx., lNfflaKUgbfc. ^m^t* 

f/>=2 0 : 1-1 0 : 1) TifMU TIB*^fcW««]Brt;£* (13.2 
g) *r#fc. 

TLC : Rf 0.56(^f-:/ : 0^^/i^=Z : 1) ; 
10 NMR(CDC1 3 ) : 5 7.18(t, J=8. OHz, 1H), 7.08(dd, J=8.0, 1.0Hz, 1H), 
6.86(dd, J=8.0, 1.0Hz, 1H), 6.0l(t, J=4. 5Hz, 1H), 4. 14 (q, J=7. OHz, 2H), 
3. 44-3. 40 (m, 2H), 2.63(t, J=8. OHz, 2H), 2. 36-2. 23 (m, 2H), 1.38(s, 9H), 
1.22(t, J=7.0Hz, 3H) e 

15 mm 



20 tK^Tx &%M5X*MmVtc4k&® (13. 2 g) <Dx.*/-fl' (5 0ml) 

mw.K-ryy y&^y—Yo^j-^m®. (20ml, 2.6M) trFu 
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f-;/ : ff^c5VV=4 : l->2 : 1) TflMftLfc. &btl1t*4 A<%:^y- 

m (7.73g) &#fc 0 
5 TLC : Rf 0. 34 (^^^ : ^^;W=3 : 1) ; 

NMR(CDC1 3 ) : 6 7.00(t, J=8.0Hz, 1H), 6.78(d, J=8.0, 1.0Hz, 1H), 
6.63(dd, J=8.0, 1.0Hz, 1H), 5.98(t, J=4. 5Hz, 1H), 5.25(brs, 1H), 4. 15 (q, 
J=7.0Hz, 2H), 3. 44-3. 41 (m, 2H), 2.74(t, J=8.0Hz, 2H), 2. 36-2. 23 (m, 2H), 
1.23(t, J=7.0Hz, 3H)„ 

0 

5- (5-^}^>-3, 4-^tKot7^I/V-l (2H) ~4 V X^) 



{±-%;vi$*i/7*?->v) }> )) 7 3i~/v%s?>y j ~$ ^v^-i K (25.0 
g) O^StKx h7t (200ml) U !7 A t -Zf h*^ K 

(12.7g) SO'CT'l^^bfCo £J&^W£5-^ 

js^n^ (5.0g) ©fb7tKP77y (20ml) ^Sr*D^ ^ 

TLC : Rf 0.34(^-^^ : tf&t^A'=2 : 1)„ 
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5- (5-^ (2H) -jyfV) 



fc!3!3r<ffe*77U (5.3ml) 38 ±t«P»& !J *A (17. 6g) SrJB^s 

10 u **«^^^^A-t»«ji!i^ SifiiLfe„ wt^y 

U TK*WM*W*«SWfc£* (6.80g) £#fc 0 
TLC : Rf 0.72(^drf-^ : R»a^=2 : 1) ; 

NMR(CDC1 3 ) : 6 7. 18 (dd, J=7.6, 1. 2Hz, 1H), 7. 10 (t, J=7.6Hz, 1H), 
15 6. 70 (dd, J=7. 6, 1. 2Hz, 1H) , 5. 96 (brt, J=7. 2Hz, 1H) , 3. 81 (s, 3H) , 3. 66 (s, 
3H), 2.71(t, J=6.4Hz, 2H), 2. 48-2. 18 (m, 6H), 1.89-1. 71 (m, 4H) e 



5- (5-tKB*V-3, 4-^tKnt7^^-l-^;v) *<v9v 
20 Wt 
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&nM 8 TftKg Lfcikft®} (6. 83 g ) *5 &T*i? V W • MBM. ( 3 9 g ) 
TLC : Rf 0. 12(^3rf-y : g^g|^^V=2 : l) c 

o 

5- (5-fc A-^Yni-y^W-l-^/V)^^^ 

10 ^ • ^^VUoi^TVl' 



-3 0t-C, tt/'-fl' (2 5ml) (dgtffc^^/V (1.9ml) SrJPxi, 
- 2 Otf 1 5^^m#bfCo RISW«H:#%«9 V9mis1t<k£®<D* 9 
15 /-/KlOml) MUX* 3 0^1M#Lfc o EOStS3^£i§ 

^/v=4 : l) -ClMttU TfB*WMfc^*«JBfc£* (4.91g) 
20 TLC : Rf 0.48(^^"9"^ : |^^^/V=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.08(t, J=7.8Hz, 1H), 6.86(brd, J=7.8Hz, 1H), 6.68(dd, 
J=7.8, 1.0Hz, 1H), 5.85(t, J=4.4Hz, 1H), 4.96(brs, 1H), 3.66(s, 3H), 
2.70(t, J=8.0Hz, 2H), 2. 49-2. 17 (m, 6H), 1. 89-1. 45 (m, 4H) e 




73 



WO 02/051820 



PCT/XPO 1/11255 



1 

N' - ((IE) -5-t Kt3dri/-3, Yu^r? ? W- I (2H) 

y 9*>0 -2, 4, 6 - mm y-^jv^y^y^^y t k 



5 




2, 4, 6 - MJ ^ y tf/^^V^/^cx^t v> K (36. 8 g ) 
*3£T*5-fc Kadfi/-1, 2, 3, 4-f f7t KnWwy-l-t 
V (20.0g) <D*9/>-;\> (2 50ml) jgfttcftttft (4.3ml) 
10 An*, 4 0 e CT-2f«ji#Lfco S^ft^S:*^ H*mi»*bfc. tff 

Wa&fctt-tZWmtt&to (49. 2 g) £#fc„ 
TLC : Rf 0.28(^1^^:1^^^=3:1) ; 

NMR(CDC1 3 ) : 5 7.57(br, 1H), 7.56(d, J=8. 1Hz, 1H), 7.16(s, 2H), 6.99(t, 
15 J=8.1Hz, 1H), 6.71(d, J=8.1Hz, 1H), 4. 37 - 4. 24 (m, 2H), 2.88(m, 1H), 
2.69(t, J=6.0Hz, 2H), 2.43(t, J=6.6Hz, 2H), 1.96 - 1. 85 (m, 2H), 1.30(d, 
J=6.9Hz, 12H), 1.23(d, J=6.9Hz, 6H) 0 

nai 2 

20 5-tKP^-S, 4-^tKnt7^l/y-l-W^;-^ 
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##0U l-C«aUfcft-S* (49. 2 g) ©$S7Kxh7fc (5 1 

0 ml) -7 StTCn-^/HJ^A (2 2 1ml , 1.56M in 

hexane) &8TU - 7 8 ^T* 3 0#fflM#Ufc o £0&fi£*«rO , C3:-C# 
5 fiLfclfc, OrT3 0#fWjf#Ut„ *#T, EJ&m&mz<*7*'l'&7*' 
K (11. 7 g) WW*.. Mt*T*#«Ufcll^ lftlBSWtfc. *^Tx R 

10 *cD-> :m®^^=3 : 1->1 : 1) "T»*»KU TTB*M4tt&£i-*SIS 

fb^i (15. 7 g ) *mc 0 

TLC : Rf 0.28(^3^:/ : gfflfta:^;v=2 : 1) ; 

NMR(CDC1 3 ) : 6 9.17(brs, 1H), 6.94(t, J=8. 1Hz, 1H), 6.74(d, J=8. 1Hz, 
1H), 6.68(dd, J=8.1, 1.2Hz, 1H), 6.01(t, J=4.8Hz, 1H), 4.50(brs, 1H), 
15 4.25(d, J=1.2Hz, 2H), 2.60(t, J=7.8Hz, 2H), 2.22 - 2. 09 (m, 2H) 0 

1 3 



##M1 2-?Wk\s1ttt&m (15. 7 g) o^tKt 1 h7t Vuyy-y (13 
5ml) ^»tK^Ts 7k»^hy^A (3.75g, 63.1%) M. 
•C 3 0 £M&# tfc 0 fc* n.D^ fjVa^—y-jV (7. 41m 1 ) 
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^!l*W7^ov h^yy^C- (^f">':^3i^=4 : l->2 : 

5 i) xmmu yma'skm^-r^mm^m (15. u) 

TLC : Rf 0.38(^f-^ : g^^^/V=2 : 1) ; 

NMR(CDC1 8 ) : 5 7. 16 (t, J=7.8Hz, 1H), 7.05(d, J=7.8Hz, 1H), 7.00(d, 
J=7.8Hz, 1H), 6.14(t, J=4.5Hz, 1H), 5.20(s, 2H), 4.51(brs, 2H), 3.49(s, 
3H), 2.82(t, j=8.1Hz, 2H), 2.30(td, j=8. 1, 4.5Hz, 2H), 1.46(brs, 1H)„ 

10 

1 4 




15 

3T*^itbfcfb^ (7.53g) joitfhy 7^~>Vi£**7 4ls 
(9.59g) ©»fl/y (1 1 0ml) «E»J«fC»Ts E#Wb£* (12.1 
g) SrlD^s tK^T> 4 0^i^tfc„ ^MtriiLt. MEfci? 
^^oc-^/ujsitJt^^f-^oJS^^ (5:1) %MltX h V 7 ^~>\< 

ovf^77^- (^fy:^f/V=2 0 : 1^10 : 1) TftWKU 
TTBW*»«r^rt-5«lft:^* (6.32g) &#fc 0 
TLC : Rf 0.76(^>^f-V : SMfc*77W=2 : 1) ; 

NMR(CDC1 3 ) : 8 7.20(t, J=8. 1Hz, 1H), 7. 12 (d, J=8. 1Hz, 1H), 7.03(d, 
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J=8. 1Hz, 1H), 6.30(t, J=4.8Hz, 1H), 5.20(s, 2H), 4.36(s, 2H), 3.49(s, 
3H), 2.83(t, J=8.7Hz, 2H), 2.3l(td, J=8.7, 4.8Hz, 2H) Q 

mnmi 5 

5 2, 2-S?^/V-3- (5-^ h**S* h*i/~3, 4-S?fc Kd^7^ 
i/y- 1 — (M /n^^i • /f-A^^^A^ 




10 2 J-/V7u/<l/%k • ^ f^x^f/i/ (5. 11m 1 ) (OMfcT Y 7 fc Kn 
77^ (3 0ml) SfcttfclSICi&Ts Uf'lJ'A^ y^o fcf/VT^ K (22.3m 
1) SrSTTU 3 0^-C3 0^jt#tfc o £*»«£ttfc*#T* ##0U 
4"C»3ftL^^» (6.32g) Oi*f h7tKn79^ (2 0ml) WW. 

A- (^V^:Bm=-^=8 : 1-6 : 1) TflWU TfBfctttefc^ 
•*-5«Wfc** (7.02g) £#fc„ 
TLC : Rf 0.55(^drif^ : Sgfctfvl^B : 1) ; 
20 NMR(CDC1 3 ) : 8 7.10(t, J=8. 1Hz, 1H), 6.97(d, J=8. 1Hz, 1H), 6.94(d, 
J=8.1Hz, 1H), 5.85(t, J=4.5Hz, 1H), 3.49(s, 3H), 3.47(s, 3H), 2.74(t, 
J=7.8Hz, 2H), 2.72(s, 2H), 2. 17 (td, J=7.8, 4.5Hz, 2H), 1. 15 (s, 6H) 0 

&*M 1 6 



77 



WO 02/051820 PCT/JP01/11255 



2, 2-^^-3- (5-tKB^-3, 




5 

##051 (6.78g) <D*9J—fr (1 1 0ml) Wfc 

}C4Nlft#i-v?t^tyfi (8.4ml) *MtL, gSMKl 5^jf#L 

10 >)At«, iiU Tffi»tt«Sr**t-«aWft^ft (5.78g) £#fc„ 
TLC : Rf 0.30(^^f"^ : A*=5 : 1) ; 

NMR(CDC1 3 ) : 6 7.03(t, J=8. 1Hz, 1H), 6.89(d, J= 8. 1Hz, 1H), 6.65(dd, 
J=1.2, 8.1Hz, 1H), 5.85(t, J=4.5Hz, 1H), 4.71(s, 1H), 3.46(s, 3H), 2.71(d, 
J=1.2Hz, 2H), 2.67(t, J=8. 1Hz, 2H), 2.20(td, J=8. 1, 4. 5Hz, 2H), 1.56(s, 
15 6H) 0 

m^mi 7 

l-^0/nif!)fy-5-^f^-l, 2, 3, 4-rb7tKot 

20 
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(19.8g) ©*fcfc^h7fc YnyyV (20 0ml) MWU^At-^ 

f^vK o.ssg) titi. 5mmmwi.tc 0 Bj&u&mz. 5 - 

^ ^-l-7h7 D y (5.0g) ttt?5l#ra«#Lfc. 

/v=io:D x*mmu Tmt>®m%%i-zMmik&® (s.eeg) £#fc 0 

TLC : Rf 0.86K^f-^ : HAk^-sI^IO : 1) ; 

NMR(CDC1 3 ) : 8 7.56(d, J=7. 8Hz, 1H), 7. 13 (t, J=7.8Hz, 1H), 6.70(d, 
10 J=7.8Hz, 1H), 3.83(s, 3H), 2.76(t, J=6. 4Hz, 2H), 2. 66-2. 56 (m, 2H), 
1.94-1. 80 (m, 2H), 1.51-1. 40 (m, 2H), 1.12-1. 02 (m, 2H) 0 

1 8 

1- -5-^h^^-3, 4— I?* Vul-y* U> 

15 



1 7 T'igjt Ltzit&m (5. 00 g ) DBftlfe (60ml) 4 7 % 

JWb***#tt (20ml) SriWxis gi&T* 2 tiffflfflfc bfc 0 RJfc»£*$r 

(7.05g) &#fc 0 
TLC : Rf 0.69(^rf->' : WI^A'«10 : 1) ; 
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NMR(CDC1 3 ) : 5 7.16(t, J=7. 8Hz, 1H), 6.90(d, J=7.8Hz, 1H), 6.79(d, 
J=7.8Hz, 1H), 5.92(t, J=4.6Hz, 1H), 3.83(s, 3H), 3.44(t, J=6.6Hz, 2H), 
2.74(t, J=7.6Hz, 2H), 2. 65-2. 55 (m, 2H), 2. 28-2. 15 (m, 2H), 2. 13-1. 98 (m, 
2H) 0 

1 9 

2, 2-^^-5- (5-y 4-i?t: Kn^"7^W^-l 



10 




tK^T> 2 - 7< ^/^n /-S^ • * ^vl^n*7VV (3. 30 g ) ©l&Tk-r h 7 
kKo77>(15ml) ^^y^^iN^-ry^n tVi-T^ K (16.5mU 
2.0M) SrJDiU 3 0°CT3 0^m#tfc 0 ^*T^^> 
15 (3.00g) ©itTfcr f> 7 fc K077V (5ml) 

mm*!®*-. ^T?3mmim^ 0 Etfom&®*mamkT 

yj- (^fy:^xf/i/=lOO : 1^20 : 1) T'tgU TI2tl 
20 &^£W«^<*>ilMfc£^ (3.68g) &#fc 0 #kftfcfl^f*)|tiH- 

5 r t ft < &<2£j&fc;Bv^ e 

TLC : Rf 0.8U^*f-y : Ifflfcc^vl^ : 1) B 



#^-M2 0 
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2, 2-^^-5- (6-tKB*«/-3, 4-i?fcKnt7^vy- 




5 ##M 1 9 TSBi Lfcft^ (3. 68 g ) 43 <ktftf V W • ttEfett ( 1 7 g ) 

10 TLC : Rf 0.30(^^f-i/ : @^^^;V=2 : 1) 0 
m%M2 1 

2, 2-^^-5- (5-fc 4-i?tKnW^- 
1 -^f/w) -O'^Vgl • ^fvl'd^TVV' 




1b*9J—fi, (llml) iC^fb^^ (0.86ml) Srftl*.* -2 0t; 
20 (5ml) ^^^0^1. M-C 1 B#IHJJt# Ufc 0 RJSSJS^«J*«IB Ufc„ ^ 
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ymim&*%irzwm\&® <2.o2 g ) &#fc 0 

TLC : Rf 0.66(^3rf-y : @£^?VW=2 : 1) ; 

NMR(CDC1 3 ) : 6 7.05(t, J=8.0Hz, 1H), 6.84(d, J=8.0Hz, 1H), 6.68(dd, 
5 J=8.0, 1.0Hz, 1H), 5.84(t, J=4.8Hz, 1H), 5.01(brs, 1H), 3.60(s, 3H), 
2.70(t, J=8.0Hz, 2H), 2. 44-2. 32 (m, 2H), 2. 30-2. 17 (m, 2H), 1.75-1. 34 (m, 
4H), 1.15(s, 6H) 0 

##M2 2 

10 (5-^ h*ri/* 4-^tKnt7 




T/l^:/#*#ffl^T> 2 -^^/M-^iXg^ (0. 30m 1 ) Of h 7 t 
15 KP77^ (7ml) ^^y^^A^y^ntVUT^ F (2.4ml) 

7 8 0 CT?TFU O'C-ei 0^Jt#tfc o ±lET*#b;ftfc^»##0iJl 
4-?WmLtclb-&V0 (6 0 Omg) ©7h7k Kn77^ (3ml) 

tri/JJ * W 7 o^r h ^7 7^ - a : ^ ^ / 5 O : 

i) -vmmu Tmw&mz%-tmmih&® 0 9m g ) 
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TLC : Rf 0.33(^MfV : : 1), 

##M2 3 

2 — tWAttti/- 3 - (5-tKn 3 , 4 -i?fc W 
5 - 1 ->f A') ^B/<Vi • * s f-)V^7, s rAy 



&%W2 (9 9mg) V>*9 J—JV (4ml) Jgjfcfc: 

4Nmb7K^-^ :3 rf-^^ (0.1ml) »X.> t^t'l 5 ftlfflflH* Lfc„ 

TLC : Rf 0.48(^^rf-^ : ^^^=2 : 1) 0 
#^M2 4 

15 3-;* h^r^/^^/V-2- ^n/?yg 



L-T^^7=¥>-^- ^-^^a^A"4aSfe!fi (I8 4g) &7k (1.3 
L) |C«ffU MJ*A (2 7 7 g) Srfllfcfcfc, ff7tKo 
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yyV (450ml) SSitM -tf-A'^lS'SjA'jr n 7<i K (146ml) 
Of hyfc Kn7yV (50ml) ^SriftTU 1 5^mtaT»^#tfc: 0 
S^^^^^T'^ Ufc„ ztcJl £ 2 Nit^T* pH2 — 3 \c*ff\&, 

5 AT«^ «U Tia^tt^^W1-5mmo^M^^ (2 5 5 g) £ 
TLC : Rf 0.28(^aojjK/VA : /V=5 : 1) ; 

NMR(CDC1 3 ) : 5 7.7l(d, J=8. 1Hz, 2H), 7.34(d, J=7. 8Hz, 1H), 7.24(d, 
J=8.1Hz, 2H), 5.08(ddd, J=7. 5, 4.5, 4.5Hz, 1H), 3.73(s, 3H), 3. 18 (dd, 
10 J=17.1, 4.5Hz, 1H), 3.00(dd, J=17. 1, 4.5Hz, 1H), 2.40(s, 3H) 0 

ttM2 5 



##M2 4T^itb^b^ (2 5 5 g) <D\fWl/ (48 0ml) WWi 
fcl, mfcB® (4 5 3ml) *3«fctf4— ^fA'T^/ W W (3.52g) 

TLC : Rf 0.23(^^rf-^ : gt^x?vW=2 : 1)„ 
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#t«2 6 

2- (2- (A-tf-jvy^jv) -5-^^-M^y—^-4-^M 

##M2 5 1*W& Lftik&t&WMTk&m (4 5 0ml) ftfiER (8 

6ml) 9 0^Tl#MJ!t#Lfc. 

mrttm&frtzmte&m u s 3 g ) &#;rc 0 

15 TLC : Rf 0.6l(^*i-> : gffltec^yW=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.87(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 3.73(s, 3H), 
3.57(s, 2H), 2.38(s, 3H), 2.35(s, 3H)„ 

2 7 

20 2- (2- (4-p«^7^^/^) ^— 4— f/P) 




^iftyfW^siJ'A (18. 6 g) £*#Tx ilTkx h7t Kn79 
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y250ml) CSiU ##M2 6X'M&Ltc4k&m (1 2 0 g) 
T^byt KD77^ (2 5 Oml) «iTU *#T3 0^mW^Ltc o 

mm^y*i'$&x*i&m&, ±7^ hxzmLtc 0 %m*m&\^it 0 
5 -mtkm tfc„ nbfitc^m^^y^ x x^mm^^om^mm do: 

1) T*ft&U Tia^ftiE^^-rS^M^^ (80. 0g) £#fc 0 
TLC Rf 0. 18 (^=¥1^ : ^^^=2 : 1) ; 

NMR(CDC1 3 ) : 6 7.86(m, 2H), 7.23(m, 2H), 3.92(br, 2H), 2.71(t, J=6.0Hz, 
2H), 2.39(s, 3H), 2.32(s, 3H) 0 

10 

mmmi 

3- (5- (2- (2- (4-^^7o:zi/V) 

-4-4M sf^) -3, 4-^tKnt7^vy-l-^/>) :/n^° 



15 




#^J2-C^b^#^ (6 0 0mg) O&ffc^V^ (15ml) ^ 
it##M2 7 X*WmLtctt,<&-® (6 17mg) N MJ7i=W7^y 
(1.02g) *5«fctfl, 1' - (7^^^=;l/) ^fcf^JJS^ (9 7 8m 
20 g) ^T*3^F H 1jt^bfc 0 S^^^^^/^-X/^T^ 

^n-7F^77^- (^drf-^ : f^^5 : -/l^= 9 : l-»7 : l-»5 : l-*7 : 

2) xmmu Tummm^-$-?>*%mk&m d.oo g ) 

TLC : Rf 0.59(^^f-^ : ^3i^=2 : 1) ; 
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NMR(CDC1 3 ) : 6 7.86(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 7.13(dd, 
J=8.0, 8.0Hz, 1H), 6. 94-6. 74 (m, 2H), 5.87(dd, J=4.6, 4.6Hz, 1H), 4.25(t, 
J=6.6Hz, 2H), 3.67(s, 3H), 2.99(t, J=6.6Hz, 2H), 2. 85-2. 63 (m, 4H), 
2. 60-2. 45 (m, 2H), 2.39(s, 3H), 2.36(s, 3H), 2. 30-2. 10 (m, 2H) 0 

5 

mmmi (p -tiMi (4 6) 

(##M6, O, 6, ##M2 1, ##M2 3*$J:tf 2- 

10 ^x^Ms 33 sxmnm 2 7 T^tfcfb^^fci^©^ •? ^^-t-s 

^WJl (1) 

15 3- (5- (2- (2-7^~/U-5-*?-/U*3rf-y*-jl'-4-' (M ^ 
-3, 4-^tKPt7^vy-i-^f;>) /n^yi'^f/vx 




20 TLC : Rf 0. 59(^1^ : ^St^fA^=2 : 1) ; 

NMR(CDC1 3 ) : 5 8. 02-7. 94 (m, 2H), 7. 47-7. 37 (m, 3H), 7. 13 (t, J=8.0Hz, 
1H), 6.89(d, J=8.0Hz, 1H), 6.80(d, J=8.0Hz, 1H), 5.87(brt, J=4.5Hz, 1H), 
4.25(t, J=6.6Hz, 2H), 3.67(s, 3H), 2.99(t, J=6. 6Hz, 2H), 2. 82-2. 65 (m, 
4H), 2. 58-2. 47 (m, 2H), 2.37(s, 3H), 2. 27-2.1 Km, 2H)„ 
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mm (2) 

3- (5- (2- (2- <M -5- 

^/v^f- 4 -<< fAO ^b**s) -3, 4-^tKot7^I/y 




TLC : Rf 0. 16 ir^r^V : @^^/V=2 : 1) ; 

NMR(CDC1 3 ) : 6 8.74(dd, J=2.4, 0.8Hz, 1H), 7.99(dd, J=9.0, 2.4Hz, 1H), 
10 7. 13 (d, J=8. 0Hz, 1H) , 6. 88 (d, J=8. 0Hz, 1H) , 6. 81 (d, J=8. 0Hz, 1H) , 6. 52 (dd, 
J=9.0, 0.8Hz, 1H), 5.87(brt, J=4.6Hz, 1H), 4.24(t, J=6.8Hz, 2H), 3.67(s, 
3H), 3. 14 (s, 6H), 2.96(t, J=6. 8Hz, 2H), 2. 82-2. 65 (m, 4H), 2. 57-2. 47 (m, 
2H), 2.34(s, 3H), 2. 27-2. 11 (m, 2H)„ 

15 mMM\ (3) 

3- (5- (2- (2- (1, 3--J^^>^y-5-^M 
f-;v**^/~;\<-4-4;v) ^h**s) -3, 4 — V*1-79 u>- 




20 

TLC : Rf 0.49(^f-y : ^H^^/V=2 : 1) ; 

NMR(CDC1 3 ) : 8 7.51(dd, J=8. 2, 1.6Hz, 1H), 7.43(d, J=1.6Hz, 1H), 
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7.13(dd, J=8.0, 8.0Hz, 1H), 6. 94-6. 76 (m, 3H), 6.01(s, 2H), 5.87(dd, J=4.5, 
4.5Hz, 1H), 4.24(t, J=6.6Hz, 2H), 3.67(s, 3H), 2.96(t, J=6.6Hz, 2H), 
2. 84-2. 62 (m, 4H), 2. 60-2. 45 (m, 2H), 2.34(s, 3H), 2. 26-2. 10 (m, 2H) Q 

5 mMl (4) 

3- (5- (2- (2- (4- t-ZfJ-AsyoL-fr) 

^b^) -3, 4-e?fc \fni-y^^y-i-y(jv) 7 

10 

TLC : Rf 0.6l(^rifV : ^^f-;U=2 : 1) ; 

NMR(CDC1. 3 ) : 5 7.89(d, J=8.6Hz, 2H), 7.44(d, J=8. 6Hz, 2H), 7. 12 (dd, 
J=8.2, 8.0Hz, 1H), 6.88(d, J=8.0Hz, 1H), 6.80(d, J=8.0Hz, 1H), 5.87(t, 
J=6.6Hz, 1H), 4.24(t, J=6. 6Hz, 2H), 3. 67(s, 3H), 2.98(t, J=6. 6Hz, 2H), 
15 2. 82-2. 63 (m, 4H), 2. 58-2. 47 (m, 2H), 2.37(s, 3H), 2.26-2. 10 (m, 2H), 
1.34(s, 9H) 0 

mmmi (5) 

3- (5- (2- (2- (6- (^!Jy-4-^^) 
20 M - 5 f-JVUsr^y—jV- 4 -> (fr) ^ b -3,4 -S?fc K» 
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TLC : Rf 0. 75 n P ft/UJ* : t$ / — ;V=\0 : 1) ; 

NMR(CDC1 3 ) : 5 8.76(d, J=1.8Hz, 1H), 8.04(dd, J=8.8, 1.8Hz, 1H), 

5 7.13(dd, J=8.0, 7.8Hz, 1H), 6.89(d, J=7.8Hz, 1H), 6.80(d, J=8.0Hz, 1H), 

6.64(d, J=8.8Hz, 1H), 5.87(m, 1H), 4.23(t, J=6.4Hz, 2H), 3.82(m, 4H), 

3.59(m, 4H), 2.96(t, J=6. 4Hz, 2H), 2. 83-2. 63 (m, 4H), 2. 57-2. 48 (m, 2H), 
2.08(m, 2H) 0 

10 mmmi (6) 

3- (5- (2- (2- (A-^/^T^/y^^M -5-**7-fr**r 
W<-;V-4-JfV) oih^rv') -3, 4 -$?t: Kp^7* W- 1 -- < (JV) 




TLC : Rf 0.37(^rf-^ : A*=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.80(d, J=9Hz, 2H), 7.15(m, 1H), 6. 90-6. 70 (m, 4H), 
5.90(t, J=4Hz, 1H), 4.25(t, J=7Hz, 2H), 3.70(s, 3H), 3.00(s, 6H), 2.95(t, 
J=7Hz, 2H), 2. 80-2. 50 (m, 6H), 2.35(s, 3H), 2.20(m, 2H) 0 

20 

mmmi m 

3- (5- (2- (2— iVfvi h 9 /U-5-y^^r^y^JU-4— 1 J\>) 
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5 TLC : Rf 0.57(^-^^:1^^^=2:1) ; 

NMR(CDC1 3 ) : 5 7.15(dd, J=7.5, 7.5Hz, 1H), 6.90(d, J=7.5Hz, 1H), 
6.80(d, J=7.5Hz, 1H), 5.90(t, J=4Hz, 1H), 4.20-4. 10 (m, 4H), 3.00(m, 1H), 
2.90(t, J=6Hz, 2H), 2. 75 fa 2H), 2.65(t, J=8. 5Hz, 2H), 2.55(t, J=8.5Hz, 
2H), 2.20(s, 3H), 2.20(m, 2H), 1.35-1. 20 (m, 9H) Q 



mmi (8) 

3- (5- (2- (2- (4- bV 7;v-tn^Wx=^) 
^•f^-zV-A-^M ^b*^) -3, 4-S?fc Knt7^I/y-l- 



15 




TLC : Rf 0.73(^^rf-^ : As=2 : 1) ; 

NMR(CDC1 3 ) : 8 8.10(d, J=8Hz, 2H), 7.70(d, J=8Hz, 2H), 7.15(dd, J=8, 
8Hz, 1H), 6. 95-6. 80 (m, 2H), 5.85(m, 1H), 4.25(t, J=6Hz, 2H), 4. 15 (q, 
20 J=7Hz, 2H), 3.00(t, J=6Hz, 2H), 2. 80-2. 65 (m, 4H), 2.50(m, 2H), 2.40(s, 
3H), 2.20(m,2H), 1.25(t, J=7Hz, 3H)„ 




10 
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mmmi (9) 

3- (5- (2- (2- -5- 
^^^f-y-/l/-4— -3, 4-^tKdt7^Vy 




TLC : Rf 0. 74(^^f-V : g^^/1^2 : 1) ; 

NMR(CDC1 3 ) : 8 8.00(d, J=9Hz, 2H), 7.25(d, J=9Hz, 2H), 7. 15 (dd, J=8, 
10 8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5.85(m, 1H), 4.25(t, 
J=6Hz, 2H), 4.15(q, J=7Hz, 2H), 3.00(t, J=6Hz, 2H), 2. 80-2. 60 (m, 4H), 
2.50(m, 2H), 2.40(s, 3H), 2.20(m,2H), L25(t, J=7Hz, 3H) 0 

fcffiflll (10) 

15 3- (5- (2- (2- (4-^f/V7x^) - 5 -^/M-#f->^-/l' 
-4—T/i") ^h^^) -3, 4-^kKnt7^l/y-l-^;v) /o^ 




20 TLC : Rf 0. 58 (^f-^ : g^^^=2 : l) ; 

NMR(CDClg) : 6 7.85(d, J=8Hz, 2H), 7.25(d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5.85(m, 1H), 4.25(t, 
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J=7Hz, 2H), 4. 15 (q, J=10Hz, 2H), 3.00(t, J=7Hz, 2H), 2. 80-2. 65 (m, 4H), 
2.50(m, 2H), 2.40(s, 3H), 2.20(m, 2H), 1.25(t, J=10Hz, 3H)„ 

mmmi a d 

5 3- (5- (2- (2- (4-^no7i=/>) - 5 -t^frtt^S—iV 
-4-^,1,) ^h^vO -3, 4 -i^fc Kn-f 7^1/^-1 -^fA') 




10 TLC : Rf 0. 64(^3^:/ : gfifcx^yl^ : l) ; 

NMR(CDC1 3 ) : 5 7.95(d, J=8Hz, 2H), 7.40(d, J=8Hz, 2H), 7.15(dd, J=8, 
8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 
4.20(t, J=6Hz, 2H), 4. 15 (q, J=7Hz, 2H), 3.00(t, J=6Hz, 2H), 2. 80-2. 65 (m, 
4H), 2.50(m, 2H), 2.40(s, 3H), 2.20(m,2H), 1.25(t, J=7Hz, 3H)„ 

15 

mmmi (12) 

3- (5- (2- (2- 

^b^vO -3, 4-^tKnt7^^-l-^) 7 



20 




TLC : Rf 0. 50(^1*-^ : ^cc^-;V=2 : 1) ; 
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NMR(CDC1 3 ) : 5 7.85(d, J=8Hz, 2H), 7.30(d, J=8Hz, 2H), 7.15(dd, J=8, 
8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 
4.25(t, J=7Hz, 2H), 4.15(q, J=7Hz, 2H), 3.00(t, J=7Hz, 2H), 2. 80-2. 65 (m, 
4H), 2.50(s, 3H), 2.50(m, 2H), 2.35(s, 3H), 2.10(m,2H), 1.25(t, J=7Hz, 



mmmi (13) 

3- (5- (2- (2- \?;V7*.~;v) 

^h*f) -3, 4-i?tKaWvy-l — ( M 
10 zfn/^W. • xf^x^fA' 



TLC : Rf 0.65(^f-^ : |t&^5vV=2 : 1) ; 

NMR(CDC1 3 ) : 6 7.90(d, J=8Hz, 2H), 7.25(d, J=8Hz, 2H), 7. 15 (dd, J=8, 
15 8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 
4.25(t, J=6Hz, 2H), 4. 15 (q, J=7Hz, 2H), 3. 00-2. 90 (m, 3H), 2. 80-2. 65 (m, 
4H), 2.50(m, 2H), 2.35(s, 3H), 2.20(m,2H), 1.20(d, J=8Hz, 6H), 1.20(t, 
J=7Hz, 3H) e 

20 mmmi (14) 

3- (5- (2- (2- U-ynfc'A-^cc-AO 

/V _ 4 _^ /V ) if^y) -3, 4— Z^fc Kn^^^l/>--l-^/V) :/P 



5 3H)„ 
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TLC : Rf 0.65(^^1^^ : gfflfca:^«2 : 1) ; 

NMR(CDC1 3 ) : 5 7.80(d, J=8Hz, 2H), 7.25(d, J=8Hz, 2H), 7. 10 (m, 1H), 
5 6.90(m, 1H), 6.75(m, 1H), 5.85(m, 1H), 4.25(t, J=6Hz, 2H), 4.15(q, J=7Hz, 
2H), 3.00(t, J=6Hz, 2H), 2. 80-2. 60 (m, 8H), 2.55(m, 2H), 2.35(s, 3H), 
2.20(m,2H), L25(t, J=7Hz, 3H), 0.95(t, J=8Hz, 3H) Q 

mmmi a 5) 

10 3- (5- (2- (2- (2, 2-^y;v^n-i, 

-5 ->f M -5-^^/W^f-y-/V-4-^/V') ^h^) -3, 4- 




15 

TLC : Rf 0.61(^^r^^ : @)^x^/V=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.75(m, 1H), 7.70(m, 1H), 7. 15-7. 05 (m, 2H), 6.90(d, 
J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 4.25(t, J=7Hz, 2H), 
4. 15 (q, J=7Hz, 2H), 3.00(t, J=7Hz, 2H), 2. 80-2. 65 (m, 4H), 2.55(m, 2H), 
20 2.35(s, 3H), 2.20(m,2H), L25(t, J=7Hz, 3H)„ 




O^CH 3 
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mmmi a 6) 

3- (5- (2- (2- (6-S?^5vW7^y W i?y-3-' (M -5- 
^^;^=¥f-i/-;u-4 — f/v) ^h^f) -3, 4-S?fc Ku^:7* 




TLC : Rf 0.32(^^f">- : ^zc^/V/=2 : 1) ; 

NMR(CDC1 3 ) : 8 8.71(d, J=2.4Hz, 1H), 7.94(dd, J=9. 0, 2.4Hz, 1H), 
10 7.13(dd, J=7.8, 7.8Hz, 1H), 6.89(d, J=7.8Hz, 1H), 6.80(d, J=7.8Hz, 1H), 
6.47(d, J=9.0Hz, 1H), 5.87(t, J=4.5Hz, 1H), 4.23(t, J=6. 6Hz, 2H), 4. 13 (q, 
J=7.2Hz, 2H), 3.55(q, J=7. 2Hz, 4H), 2.96(t, J=6.6Hz, 2H), 2. 82-2. 62 (m, 
4H), 2. 58-2. 44 (m, 2H), 2.33(s, 3H), 2.26-2. 10 (m, 2H), 1.34-1. 12 (m, 9H) 0 

15 ^SfeflUl (1 7) 

3- (5- (2- (2- (t'^y iJV) -5-^=f-;^f-T9—^ 

-4— (M -3, 4-S?fc Yn-ry? (M -fxi^ 



20 




TLC : Rf 0.63(-^^f-^ : ^m=c^-;v=2 : 1) ; 
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NMR(CDC1 3 ) : 8 7.12(t, J=7.8Hz, 1H), 6.88(d, J=7.8Hz, 1H), 6.79(d, 
J=7.8Hz, 1H), 5.87(t, J=4.8Hz, 1H), 4.2l(t, J=6. 9Hz, 2H), 4.13(q, J=7.2Hz, 
2H), 3.36(t, J=4.8Hz, 4H), 2.95(t, J=6.9Hz, 2H), 2.76(t, J=7.2Hz, 2H), 
2.70(t, J=8.7Hz, 2H), 2.5l(t, J=8. 7Hz, 2H), 2.25(s, 3H), 2. 23 - 2. 14 (m, 
5 2H), 1.70 - 1.53 On, 6H), 1.25(t, J=7. 2Hz, 3H)„ 

mmmi (is) 

3- (5- (2- (2- (A-tf-jW't.yW-l-J JV) -5-*^ 
7-TS~A'-4: — (M ^h*i/) -3, 4-i?tKnt7^vy-l-'f 
10 M T'n^vi • xf ^ 



TLC : Rf 0. 47(^ n n tJvV-A / — : 1) ; 

NMR(CDC1 3 ) : 5 7.13(t, J=7.8Hz, 1H), 6.88(d, J=7.8Hz, 1H), 6.79(d, 
1 5 J=7. 8Hz, 1H) , 5. 87 (t, J=4. 5Hz, 1H) , 4. 21 (t, J=6. 9Hz, 2H) , 4. 13 (q, J=7. 2Hz, 
2H), 3.4l(t, J=5.1Hz, 4H), 2.96(t, J=6. 9Hz, 2H), 2.76(t, J=8. 1Hz, 2H), 
2.69(t, J=8.4Hz, 2H), 2. 55 - 2. 45 (m, 6H), 2.33(s, 3H), 2.26(s, 3H), 2.23 
-2. 13 (m, 2H), 1.25(t, J=7.2Hz, 3H)„ 

20 (1 9) 

3- (5- (2- (2- (^•/Wfry V-l-JM 

_ 4 _^ /W ) ^n^V) -3, 4-i?tKat7^Vy-l-{^) 
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O^CH 3 



TLC : Rf 0. 36(^=3rf-y : Bfflfc^/U«2 : 1) ; 

NMR(CDC1 3 ) : 8 7.13(t, J=8. 1Hz, 1H), 6.89(01, J=8. 1Hz, 1H), 6.79(d, 
5 J=8. 1Hz, 1H), 5.87(t, J=4.8Hz, 1H), 4.2l(t, J=6.6Hz, 2H), 4. 13 (q, J=7.2Hz, 
2H), 3.79(t, J=4.8Hz, 4H), 3.37(t, J=4. 8Hz, 4H), 2.96(t, J=6.6Hz, 2H), 
2.76(t, J=7.8Hz, 2H), 2.69(t, J=7. 8Hz, 2H), 2.51(t, J=7. 8Hz, 2H), 2.27(s, 
3H), 2.24 -2. 14 (m, 2H), 1.25(t, J=7. 2Hz, 3H) D 

10 mmmi (20) 

3- (5- (2- (2- (^^:/^]}y-4-4M 

-/u-4 — CA-) -3, 7 



TLC : Rf 0.62(^^rf-^ : @^^^=2 : 1) ; 

NMR(CDC1 3 ) : 8 7. 13 (t, J=7.8Hz, 1H), 6.89(d, J=7.8Hz, 1H), 6.79(d, 
J=7.8Hz, 1H), 5.87(t, J=4. 5Hz, 1H), 4.20(t, J=6.6Hz, 2H), 4.13(q, J=7. 2Hz, 
2H) , 3. 77 - 3. 70 (m, 4H) , 2. 94 (t, J=6. 6Hz, 2H) , 2. 80 - 2. 64 (m, 8H) , 2. 50 (t , 
20 J=7.8Hz, 2H), 2.25(s, 3H), 2.23 -2. 13 (m, 2H), 1.25(t, J=7. 2Hz, 3H)„ 

mmmi (21) 




15 



98 



WO 02/051820 



PCT/JPO 1/11255 



3- (5- (2- (2- (6-;*^ tfP -5-*^** 



5 




TLC : Rf 0.47(^nn^/^ : — ^=19 : 1) ; 

NMR(CDC1 3 ) : 5 9.07(d, J=1.8Hz, 1H), 8. 12 (dd, J=8. 1, 1.8Hz, 1H), 
7.21(d, J=8.1Hz, 1H), 7.14(t, J=7.8Hz, 1H), 6.89(d, J=7.8Hz, 1H), 6.80(d, 
10 J=7. 8Hz, 1H) , 5. 87 (t, J=4. 2Hz, 1H) , 4. 25 (t, J=6. 6Hz, 2H) , 4. 13 (q, J=7. 2Hz, 
2H), 2.99(t, J=6.6Hz, 2H), 2.75(t, J=9.0Hz, 2H), 2.69(t, J=8.4Hz, 2H), 
2.60(s, 3H), 2.50(t, J=8.4Hz, 2H), 2.38(s, 3H), 2. 24 -2. 14 (m, 2H), 1.24(t, 
J=7.2Hz, 3H) B 

15 imMl (2 2) 

3- (5- (2- (2- (1, 5-^f-/Hf7^-/^-3— (M -5- 

tt^tt^/sv- 4-4/1") ^h*ci/) -3, A-vtYn-rytisy 



20 




TLC : Rf 0. 56(^ n n zJvU.Z» : * ?y—/U=19 : 1) ; 
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NMR(CDC1 3 ) : 5 7.12(t, J=8. 1Hz, 1H), 6.88(d, J=8. 1Hz, 1H), 6.79(d, 
J=8.1Hz, 1H), 6.5l(s, 1H), 5.85(m, 1H), 4. 24 (t, J=6.6Hz, 2H), 4. 13 (q, 
J=7.2Hz, 2H), 3.85(s, 3H), 2.97(t, J=6.6Hz, 2H), 2.75(t, J=7.5Hz, 2H), 
2.68(t, J=8.4Hz, 2H), 2.50(t, J=8. 4Hz, 2H), 2.35(s, 3H), 2.3l(s, 3H), 
5 2.23 - 2.13 (m, 2H), 1.25(t, J=7. 2Hz, 3H) Q 

(23) 

3- (5- (2- (2- U-^/H^yv^-l — (M -5- 

^V*^) -3, 4-^tKnt7^vy-l-^ 



TLC : Rf 0.63(^^f-^ : ggft:n7yl/=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.12(t, J=7.8Hz, 1H), 6.88(d, J=7. 8Hz, 1H), 6.79(d, 
15 J=7.8Hz, 1H), 5. 90-5. 84 (m, 1H), 4.21(t, J=6. 9Hz, 2H), 4. 14 (q, J=7. 2Hz, 
2H), 3. 90-3. 72 (m, 2H), 2.95(t, J=6. 9Hz, 2H), 2. 94-2. 81 (m, 2H), 2.80- 
2.65(m, 4H), 2. 54-2. 47 (m, 2H), 2.24(s, 3H), 2. 24-2. 14 (m, 2H), 1.74- 
1.50(m, 3H), 1.34-1. 20 (m, 2H), 1.25(t, J=7. 2Hz, 3H), 0.96(d, J=6. 6Hz, 
3H) 0 



mmmi (2 4) 

3- (5- (2- (2- (5-^^t°7^>--2— -5 

A*- 4 — (*) *-h*f) -3, 4-^tKnt7?V>'-l-'f 




20 



100 



WO 02/051820 



PCT/JP01/11255 



W N 0-^CH 3 

TLC : Rf 0.28(^=¥^V : gt^£^VV=l : 1).; 

NMR(CDC1 3 ) : 5 9.16(m, 1H), 8.51(m, 1H), 7.13(dd, J=7.8, 7.8Hz, 1H), 
5 6.90(d, J=7.8Hz, 1H), 6.79(d, J=7.8Hz, 1H), 5.87(dd, J=4.5, 4.5Hz, 1H), 
4.28(t, J=6.3Hz, 2H), 4.13(q, J=7. 2Hz, 2H), 3.03(t, J=6.3Hz, 2H), 
2. 80-2. 60 (m, 7H), 2. 53-2. 46 (m, 2H), 2.44(s, 3H), 2.22-2. 13 (m, 2H), 
1.24(t, J=7.2Hz, 3H) 0 

10 mmmi (25) 

3- (5- (2- (2- (1, 2, 3, 6-ff7t Knlf!J^-l— f 
/V/) _5_^^;^r > /-/V'-4— f^) J-h^^) -3, 




TLC : Rf 0.63MMJ->' : ^^^/>=1 : Do 
^Hfe^lll (2 6) 

20 2- (5- (2- ( 2 - y^jv- 5-t ^vttW-fr- 4 -J /Is) ^ 
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TLC : Rf 0.42(^*-fy : gm^^=3 : 1) ; 

NMR(CDC1 3 ) : 5 8. 01-7. 94 (m, 2H), 7. 48-7. 37 (m, 3H), 7.11(t, J=8.0Hz, 
5 1H), 6.82(d, J=8.0Hz, 1H), 6.80(d, J=8. OHz, 1H), 5.98(t, J=4.6Hz, 1H), 
4.25(t, J=6.6Hz, 2H), 4.12(q, J=7. 2Hz, 2H), 3. 42-3. 39 (m, 2H), 2.99(t, 
J=7.2Hz, 2H), 2.76(t, J=8.2Hz, 2H), 2.37(s, 3H), 2. 33-2. 19 (m, 2H), 1.21(t, 
J=7.2Hz, 3H)„ 

10 ^7) 

2- (5- (2- (2- -G-*7A'**i'*-A' 
oih^v-) -3, 4-v?tKPWVy-l"^) 




15 

TLC : Rf 0.57(^i?-y : B»*^=2 : D ; 

NMR(CDC1 3 ) : S 7.86(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 7.10(dd, 

J=7.8, 7.8Hz, 1H), 6. 81 On, 2H), 5.97(t, J=4. 5Hz, 1H), 4.24(t, J=6.6Hz, 
2H), 4.13(q, J=7-2Hz, 2H), 3.46(s, 2H), 2.98(t, J=6. 6Hz, 2H), 2.76(t, 

20 J=8.4Hz, 2H), 2.38(s, 3H), 2.35(s, 3H), 2.27(m, 2H), 1.2l(t, J=7. 2Hz, 
3H) 0 
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Ml (2 8) 

2 _ ( 5 _ (2- (2 — ry^nt:VW-5-^^^f-^-^-4-^^) 



5 




TLC : Rf 0.45(^W:/ : J8m^A^=2 : 1) ; 

NMR (CDC1 3 ) : 5 7.10(dd, J=7.8, 7. 8Hz, 1H), 6.86-6.74(m, 2H), 5.98(dd, 
J=4.5, 4.5Hz, 1H), 4.15(q, J=6.9Hz, 2H), 4.15(t, J=8.4Hz, 2H), 3.40(d, 
10 J=1.2Hz, 2H), 2.99(sept., J=6.9Hz, 1H), 2.88(t, J=6.6Hz, 2H), 2.74(t, 
J=6.9Hz, 2H), 2.32-2.20(m, 2H), 2.24(s, 3H), 1.31 (d, J=6.9Hz, 6H), 1.22(t, 
J=6.9Hz, 3H) 0 

mmmi (29) 

15 2- (5- (2- (2- {4-*s#u^*S}V7^As) -5-*^** 

-3, 




20 TLC : Rf 0.63^*^ : ^^^=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.94-7.84(m, 2H), 7. 32-7. 22 (m, 2H), 7.10(dd, J=8. 1, 
8.1Hz, 1H), 6.86-6.76(m, 2H), 5.98(t, J=4. 5Hz, 1H), 4.24(t, J=6.6Hz, 2H), 
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4.12(q, J=7.2Hz, 2H), 3.40(d, J=1.2Hz, 2H), 2.98(t, J=6.6Hz, 2H), 2.76(t, 
J=8.1Hz, 2H), 2. 53 On, 1H), 2.35(s, 3H), 2. 32-2. 20 (m, 2H), 1.96-1. 70 (m, 
5H), 1.54-1. 26 (m, 5H), 1.21(t, J=7.2Hz, 3H) 0 

5 mmmi (30) 

2- (5- (2- (2- (4-^f/^7^-l"'f^) 
^y./^fly-^-^jV) -3, 4-i?tKnt7^V^-l-'f 



TLC : Rf 0. 21 * / -/V : $m^^=l : 10) ; 

NMR(CDC1 3 ) : 5 7.10(dd, J=8. 1, 8.1Hz, 1H), 6.81(d, J=8. 1Hz, 1H), 
6.79(d, J=8.1Hz, 1H), 5.98(brt, 1H), 4.20(t, J=6.9Hz, 2H), 4.13(q, 
J=6.9Hz, 2H), 3. 44-3. 36 (m, 6H), 2.96(t, J=6.9Hz, 2H), 2.76(dd, J=8.4, 
15 8.4Hz, 2H), 2.50(m, 4H), 2.33(s, 3H), 2.26(s, 3H), 2. 31-2. 21 (m, 2H), 
1.22(t, J=6.9Hz, 3H) e 

MMM! (3 1) 

2- (5- (2- (2- (fcT^y Z?y— 1 — <M 
2 0 _ 4 _^^) -3, 4-i?tKnt7^Vy-l-^) BfcH • 




10 
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TLC : Rf 0.58(^1^ : ffik* l ?A'=2 : l) ; 

NMR(CDC1 3 ) : 8 7. 10(dd, J=7. 8, 7.8Hz, 1H), 6.85-6. 76(m, 2H), 5.98(dd, 
J=4.8, 4.8Hz, 1H), 4.20(t, J=6.6Hz, 2H), 4.13(q, J=7. 2Hz, 2H), 3.40(m, 
5 2H), 3.36(m, 4H), 2.95(t, J=6.6Hz, 2H), 2.76(dd, J=8.4, 8.4Hz, 2H), 
2.33-2.20(m, 2H), 2.24(s, 3H), 1. 70-1. 54(m, 6H), 1.20(t, J=7.2Hz, 3H) 0 

gjl (3 2) 

5- (5- (2- ( 2 - 7x^;W 5 - y f /^t^" 4 (M ^ 
10 h^y) -B, 4-^tKnt7^y-l-^) s<V?^m. ' *^=z- 




TLC : Rf 0.52(^^f"V : @£^c^=2 : 1) ; 
15 NMR(CDC1 3 ) : 5 8. 02-7. 94 (m, 2H), 7.48-7.37(m, 3H), 7.12(t, J=8. 0Hz, 
1H), 6.87(d, J=8.0Hz, 1H), 6.79(d, J=8. 0Hz, 1H), 5.84(t, J=4.4Hz, 1H), 
4.25(t, J=6.6Hz, 2H), 3.65(s, 3H), 2.99(t, J=6.6Hz, 2H), 2.71(t, J=7.8Hz, 
2H), 2.43(t, J=7.6Hz, 2H), 2.38(s, 3H), 2.32(t, J=7.8Hz, 2H), 2. 25-2. 11 (m, 
2H), 1.86-1. 44 (m, 4H)„ 

20 

mmmi (33) 

5- (5- (2- (2- u-^f-^y^M 

x-Y**y) -3, **** 
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TLC : Rf 0.4l(^f-^ : 1^*^=3 : 1) ; 

NMR(CDC1 3 ) : 8 7.85(4 J=8Hz, 2H), 7.25(d, J=8Hz, 2H), 7. 10 (ft 1H), 
5 6. 90-6. 65 (ft 2H), 5.85(t, J=7Hz, 1H), 4.25(t, J=7Hz, 2H), 3.65(s, 3H), 
3.00(t, J=7Hz, 2H), 2.70(t, J=8Hz, 2H), 2. 50-2. 10 (m, 12H), 1.80-1. 50 (ft 
4H) 0 

«fc«l (3 4) 

10 5- (5- (2- (2- (1, 3-^**lMV^-5-^) -5-^ 
^^U-^-/W-4— fAO -3, 4-^tKnt7#VV- 




15 

TLC : Rf 0.31(^3rf-y : BHft** , * /s= 3 : 1) ; 

NMR(CDC1 3 ) : 8 7.55(dd, J=8, 1Hz, 1H), 7.45(d, J=lHz, 1H), 7.10(dd, 
J=7.5, 7.5Hz, 1H), 6. 90-6. 85 (ft 3H), 6.00(s, 2H), 5.85(t, J=7Hz, 1H), 
4.20(t, J=6.5Hz, 2H), 3.65(s, 3H), 3.00(t, J=6. 5Hz, 2H), 2.70, (t, J=8Hz, 
20 2H), 2. 50-2. 10 (m, 9H), 1.80-1. 50 (ft 4H) 0 

mmmi (35) 
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5- (5- (2- (2- (4-^W^/7x^) 




TLC : Rf 0.33(^f"^ : S^*^=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.80(d, J=8Hz, 2H), 7.10(m, 1H), 6. 90-6. 70 (m, 4H), 
5.85fa 1H), 4.20(t, J=6.5Hz, 2H), 3.65<s, 3H), 3.00(s, 6H), 2.950b. 2H), 
2.70(m, 2H), 2. 50-2. 10 (m, 6H), 1. 80-1. 50 (m, 4H) C 

10 

mmmi (3 6) 



2, 2-v^^-3- (5- (2- (2-7*^-5-^^/^^/ 
_ /W _4_^) aib^) -3, 4-^tKoW^-l-^) ^ 



TLC : Rf 0.62(^^f"^ : @t#^/V=2 : D ; 

NMR(CDC1 3 ) : 5 8. 02 - 7. 94 (m, 2H), 7.48-7.34(m, 3H), 7.08(t, J=8. 1Hz, 
20 1H), 6.90(d, J=8.1Hz, 1H), 6.77(4 J=8. 1Hz, 1H), 5.83(t, J=4.8Hz, 1H), 
4.24(t, J=6.6Hz, 2H), 3.46(s, 3H), 2.99(t, J=6.6Hz, 2H), 2.71(s, 2H), 
2.68(t, J=5.1Hz, 2H), 2.37(s, 3H), 2.19 -2. 09 (m, 2H), 1.13(s, 6H)„ 



15 
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mmmi (37) 

2, 2-^^-3- (5- (2- (2- (6-^w-;^y^ 

_ 3 _^^) _5_p{^/^^f-/— OW) ^b^rV) -3, 4- 




TLC : Rf 0.38(^1^V : SBft^^^l *• D i 
10 NMR(CDC1 3 ) : 6 8.73(d, J=2.4Hz, 1H), 7.99(dd, J=9.0, 2.4Hz, 1H), 
7.08(dd, J=8.1, 8.1Hz, 1H), 6.90(d, J=8. 1Hz, 1H), 6.77(d, J=8. 1Hz, 1H), 
6.52(d, J=9.0Hz, 1H), 5.83(t, J=4. 5Hz, 1H), 4.23(t, J=6. 6Hz, 2H), 3.46(s, 
3H), 3.14(s, 6H), 2.96(t, J=6.6Hz, 2H), 2.7l(s, 2H), 2.68(t, J=8. 1Hz, 
2H), 2.34(s, 3H), 2. 17-2. 10 (m, 2H), 1. 13 (s, 6H) 0 

15 

mmmi (3 8) 

2, 2-^^-3- (5- (2- (2-4 V fx***- 5 

aL^y) -3, 4-S?fc }?v1-7fil'>- 




TLC : Rf 0.63("^MJ->' : @1^5vW=l : 1) ; 
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NMR(CDC1 3 ) : 5 7.08(dd, J=8.4, 7.8Hz, 1H), 6.89(d, J=7.8Hz, 1H), 
6.74(d, J=8.4Hz, 1H), 5.83(m, 1H), 4. 16(t, J=6.6Hz, 2H), 3.46(s, 3H), 
2. 99 (quint., J=7. 2Hz, 1H), 2.89(t, J=6.6Hz, 2H), 2.71(s, 2H), 2.66(t, 
J=8.1Hz, 2H), 2.24(s, 3H), 2. 80-2. 40 (ra, 2H), 1.31(d, J=7. 2Hz, 6H), 1. 14 (s, 
5 6H) 0 

mmmi (39) 

2, 2-^^-3- (5- (2- (2- (6- (fU^-l— <M 
10 3, 4-^fcKBt7^wy-l-^^) ^n^yft-^f^f/i' 

.^h^C CH3 

TLC : Rf 0.38(^^V : B^^^=2 : 1) ; 

1 5 NMR (CDC1 ,) : 8 8. 73 (dd, J=2. 4, 0. 6Hz, 1H) , 7. 98 (dd, J=9. 0, 2. 4Hz, 1H) , 

7.08(dd, J=7.8, 7.8Hz, 1H), 6.90(d, J=7.8Hz, 1H), 6.77(d, J=7.8Hz, 1H), 

6.65(dd, J=9.0, 0.6Hz, 1H), 5.83(t, J=4.5Hz, 1H), 4.22(t, J=6.6Hz, 2H), 

3. 68-3. 54 (m, 4H), 3.46(s, 3H), 2.96(t, J=6.6Hz, 2H), 2.71(s, 2H), 

2. 74-2. 62 (m, 2H), 2.34(s, 3H), 2. 20-2. 06 (m, 2H), 1.78-1. 54 (m, 6H), 

20 1.13(8, 6H) 0 



mmmi (40) 

2, 2-^^-3- (5- (2- (2- (6- 
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3> 4 -^KPt7^vy-i-^) 7n/Om - tJ-zv^XT-fr 




5 TLC : Rf 0. 65(t? P a^/VA : : 1) ; 

NMR(CDC1 3 ) : 5 8.76(dd, J=2.4, 0.9Hz, 1H), 8.04(dd, J=9.0, 2.4Hz, 1H), 
7.08(dd, J=7.8, 7.8Hz, 1H), 6.90(d, J=7.8Hz, 1H), 6.77(d, J=7.8Hz, 1H), 
6.65(dd, J=9.0, 0.9Hz, 1H), 5.83(t, J=4.5Hz, 1H), 4.23(t, J=6.6Hz, 2H), 
3. 86-3. 78 (m, 4H), 3. 64-3. 54 (m, 4H), 3.46(s, 3H), 2.97(t, J=6.6Hz, 2H), 

10 2. 76-2. 62 (m, 4H), 2.35(s, 3H), 2.13(m, 2H), 1.78-1. 54 (m, 2H), 1. 14 (s, 



mmmi (4 1) 

2> 2 _^^v_3_ (5- ( 2 - (2- (6-*^K 9 VVy-3—( 




20 TLC : Rf 0. 53 i^^rV : ifHt^A/=l : 1) ; 

NMR(CDC1 3 ) : 6 9.08(d, J=1.8Hz, 1H), 8.12(dd, J=8. 1, 1.8Hz, 1H), 
7.22(d, J=8.1Hz, 1H), 7.08(dd, J=8. 1, 8.1Hz, 1H), 6.90(d, J=8. 1Hz, 1H), 
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6.77(d, J=8.1Hz, 1H), 5.83(t, J=4.5Hz, 1H), 4.24(t, J=6. 6Hz, 2H), 2.99(t, 
J=6.6Hz, 2H), 2.7l(s, 2H), 2.67(t, J=8. 1Hz, 2H), 2.61(s, 3H), 2.38(s, 
3H), 2.14(m, 2H), 1.13(s, 6H)„ 

5 gjjl (4 2) 

2, (5- (2- (2- OEr/l^y ^-4-^) -5 

^/V) -3, 4-i?tFat7^VV 



TLC : Rf 0.40(^=3rf-^ : @^^^=5 : 1) ; 

NMR(CDC1 3 ) : 8 7.08(dd, J=8. 1, 7.8Hz, 1H), 6.89(d, J=7.8Hz, 1H), 
6.76(d, J=8.1Hz, 1H), 5.83(t, J=4.8Hz, 1H), 4.20(t, J=6.9Hz, 2H), 3.79(t, 
15 J=4.8Hz, 4H), 3.37(t, J=4.8Hz, 4H), 2.96(t, J=6.9Hz, 2H), 2.71(s, 2H), 
2.67(t, J=7.2Hz, 2H), 2.27(s, 3H), 2. 17-2. 10 (m, 2H), 1. 14 (s, 6H) 0 

mmmi (43) 



2, 2-^^-3- (5- (2- (2- (f^y^-l— -5 
20 (M ^h^y) -3, 4 -S?k Kn^?* ^ 




H3C CH3 



W S^CH 3 
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H3C CH3 



w s^ch 3 



TLC : Rf 0.90(^^f-^ : Hplfcc?yl/=1 : D ; 

NMR(CDC1 3 ) : 8 7.07(dd, J=7.8, 7.8Hz, 1H), 6.89(d, J=7.8Hz, 1H), 
5 6. 76 (d, J=8. 1Hz, 1H) , 5. 83 (t, J=4. 8Hz, 1H) , 4. 20 (t, J=6. 6Hz, 2H) , 3. 46 (s, 
3H), 3.36(m, 4H), 2.95(t, J=6. 6Hz, 2H), 2.71(s, 2H), 2.68(t, J=8. 4Hz, 
2H), 2.25(s, 3H), 2. 17-2. 10 (m, 2H), 1.61 On, 6H), L 14 (s, 6H) 0 

mmmi (4 4) 

10 2, 2-^^-3- (5- (2- (2- &**A<&y % S-4-'iM 
vi/- 1 — f AO -fx2/<y^ • * ^-/^.xxA 



TLC : Rf 0.76(^1^ : BSfc^fvl^l : D ; 

NMR(CDC1 3 ) : 8 7.08(dd, J=8. 1, 7.8Hz, 1H), 6.89(d, J=7.8Hz, 1H), 
6.75(d, J=8.1Hz, 1H), 5.83(t, J=4. 8Hz, 1H), 4.19(t, J=6.6Hz, 2H), 
3. 76-3. 73 (m, 4H), 3.47(s, 3H), 2.94(t, J=6. 6Hz, 2H), 2. 71-2. 67 (m, 8H), 
20 2.25(s, 3H), 2. 17-2. 10 (m, 2H), 1.14(s, 6H) 0 

mmmi (45) 




15 
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2, 2-^^-5- (5- (2- {2-7*-A^S-*T***W 




TLC : Rf 0.68(— : @^^^=2 : 1) ; 

NMR(CDC1 3 ) : 6 8. 02-7. 94 (m, 2H), 7. 48-7. 37 (m, 3H), 7.1l(t, J=7.8Hz, 
1H), 6.85(d, J=7.8Hz, 1H), 6.78(d, J=7.8Hz, 1H), 5.82(t, J=4.4Hz, 1H), 
10 4.25(t, J=6.6Hz, 2H), 3.59(s, 3H), 2.99(t, J=6.6Hz, 2H), 2.7l(t, J=7.6Hz, 
2H), 2. 44-2. 32 (m, 2H), 2. 24-2. 11 (m, 2H), 1.65-1. 33 (m, 4H), 1.14(s, 6H) D 

tl#ll (4 6) 

2-^yy,\,jr**/-%- (5- (2- (2- (4-^^7*^) -5 




TLC : Rf 0.27(^iJ-V : §^^^=4 : 1) ; 
20 NMR(CDC1 3 ) : 8 7.87(m, 2H), 7. 26-7. 18 (m, 7H), 7.08(dd, J=8. 1, 8.1Hz, 
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1H), 6.84(d, J=8.1Hz, 1H), 6.79(d, J=8. 1Hz, 1H), 5.95(dd, J=4.5, 4. 5Hz, 
1H), 4.63(d, J=11.7Hz, 1H), 4.34(d, J=11.7Hz, 1H), 4.26(t, J=6.6Hz, 2H), 
4.16(dd, J=9.0, 3.6Hz, 1H), 3.70(s, 3H), 3. 04-2. 58 (m, 6H), 2.38(s, 3H), 
2.37(s, 3H), 2. 24-2. 14 (m, 2H)„ 

5 

3- (5- (2- (2- {±-* s f->V7x.~A>) 

*h*is) -3, 4— ?fc Ko^7^V^-l— f*) 7°*^ 




HJfe0!l 1 "C^5i Lfc-ffr^Hfc (9 5 0mg) J—** (8.0ml) *5*tf 

yb9tKD7?y (8.0ml) etiU 2N**fW-b5^A*JWf (3.3 
ml) ^MI^lNMatTlStt 

IBftttiCSrWi-a^Wft^* (7 4 5mg) 
TLC : Rf 0. 63(^ n tJn/vA : ^ / — ;U=8 : 1) ; 
20 NMR(DMS0-d 6 ) : 6 7.79(d, J=8. 2Hz, 2H), 7.29(d, J=8.2Hz, 2H), 7.14(dd, 
J=8.0, 8.0Hz, 1H), 6.97-6. 78 (n, 2H), 5.84(brt, 1H), 4.19(t, J=5.8Hz, 2H), 
2.91(t, J=5.8Hz, 2H), 2. 75-2. 20 (m, 6H), 2.33(s, 3H), 2.36(s, 3H), 
2. 20-1. 94 (m, 2H) 0 
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mm j®2 (i) ~2ffiW2 (4 D 

mn (id -mmmi (27) #tLX&mmi (32) ~mmi u 

mmm2 (1) 

3- (5- (2- (2-7*^/V-5-^^^^^/^-4— f/U) ^ 

10 _ 3> 4-e?tKPt7^vy-i-i'^) ^n/^i 



TLC : Rf 0. 51(^nn^/WA : ^/—/V^IO : 1) ; 
15 NMR(CDC1 3 ) : 5 8.02-7.94(m, 2H), 7.46-7.37(m, 3H), 7.13(t, J=8.0Hz, 
1H), 6.88(d, J=8.0Hz, 1H), 6.8l(d, J=8.0Hz, 1H), 5.89(brt, J=4.6Hz, 1H), 
4.25(t, J=6.6Hz, 2H), 3.00(t, J=6.6Hz, 2H), 2. 83-2. 52 (m, 6H), 2.37(s, 
3H), 2.27-2. 12 (m, 2H)„ 

20 mmm2 (2) 

3- (5- (2- (2- (6-^^r^/fcrp^-3->f;v) -5- 

-1— f/^) ^P'O'ft 
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TLC : Rf 0.47(^na^;wA : *9 J — ^=10 : 1) ; 
NMR(CDC1 3 ) : 8 8.73(dd, J=2.4, 0.4Hz, 1H), 8.00(dd, J=9.0, 2.4Hz, 1H), 
5 7. 12 (t, J=8. OHz, 1H) , 6. 89 (d, J=8. OHz, 1H) , 6. 80 (d, J=8. OHz, 1H) , 6. 53 (dd, 
J=9.0, 0.4Hz, 1H), 5.89(brt, J=4.4Hz, 1H), 4.23(t, J=6. 6Hz, 2H), 3. 14(s, 
6H), 2.97(t, J=6.6Hz, 2H), 2.83-2.52(m, 6H), 2.34(s, 3H), 2. 26-2. 12(m, 
2H) 0 

10 mmm2 (3) 

3- (5- (2- (2- (1, Z-l?**lM > syy-5-'(M -5-7* 

1-)Vjr*^J-^-A-4>V) ^h^y) -3, Yn-ry^vy- 



15 




TLC : Rf 0. 61 n n jfc/UA \ *9 J «-/V=8 : 1) ; 
NMR(DMS0-d 6 ) : 8 7.43(d, J=8.3Hz, 1H), 7.35(s, 1H), 7.14(dd, J=8.0, 
8.0Hz, 1H), 7.01(d, J=8.3Hz, 1H), 6.96-6.75(m, 2H), 6.09(s, 2H), 5.84(brt, 
20 1H), 4.18(t, J=6.0Hz, 2H), 2.90(t, J=6.0Hz, 2H ), 2. 75-2. 20 (m, 6H), 
2.3l(s, 3H), 2. 20-1. 94 (m, 2H)„ 
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m%M2 (4) 

3- (5- (2- (2- U-t-^/lsy^-M 

_ /U _4_^;V) oihdri/) -3, 4-i?tKBt7^^-l-^) 7* 



5 




TLC : Rf 0. 47 o c jfr/l'.k : ^ ^ / —71^=10 : 1) ; 
NMR(CDC1 3 ) : 6 7.90(d, J=8.6Hz, 2H), 7.44(d, J=8.6Hz, 2H), 7.12(dd, 

J=7.8, 7.6Hz, 1H), 6.88(d, J=7.6Hz, 1H), 6.80(d, J=7.8Hz, 1H), 5.88(t, 

10 J= 6. 6Hz, 1H) , 4. 24 (t, J=6. 4Hz, 2H) , 2. 99 (t, J=6. 4Hz, 2H) , 2. 84-2. 50 (m, 
6H), 2.35(s, 3H), 2. 19 (m, 2H), 1.33(s, 9H)„ 

IM2 (5) 

3 _ ( 5 _ ( 2 - (2- (6- (^e/^U I/- A— <M 
16 , W ) _ 5 _^^^f-j/^-4—</^) ^h^) -3, Kn 




TLC : Rf 0.32(^ap^/WA : /l^lO: 0 ; 

20 NMR(DMS0-d 6 ) : 6 8.61(d, J=2.4Hz, 1H), 7.97(dd, J=8.8, 2.4Hz, 1H), 
7.13(dd, J=8.4, 7.4Hz, 1H), 6. 96-6. 82 (m, 3H), 5.84(t, J=4. 4Hz, 1H), 
4.17(t, J=6.4Hz, 2H), 3.68(m, 4H), 3.53(m, 4H), 2.89(t, J=6.4Hz, 2H), 



117 



WO 02/051820 



PCT/JP01/11255 



2. 69-2. 45 (m, 4H), 2. 43-2. 28 (m, 2H), 2.3l(s, 3H), 2.10(m, 2H) 0 

mmm2 (6) 

3- (5- (2- (2- ( 4 - ^ f-fV7 ^/y^ ~M -5-*^** 
5 f -y_ yl ,_4_^ 7 >) ^hdf-v) -3, 4-^tKot7^^-l-^) 



TLC : Rf 0.50(^nn^/VA : ^=9 : 1) ; 

10 NMR(CDC1 3 ) : 6 7.80(d, J=9Hz, 2H), 7.15(m, 1H), 6. 90-6. 70 (m, 4H), 
5.90(t, J=4Hz, 1H), 4.25(t, J=7Hz, 2H), 3.00(s, 6H), 2.95(t, J=7Hz, 2H), 
2. 80-2. 50 (m, 6H), 2.35(s, 3H), 2.20(m, 2H)„ 

mmM2 (7) 

15 3 _ ( 5 _ (2- 5 - ^ f/^^ty-^- 4 - ^f/>) 



20 TLC : Rf 0. 43 n n*c/Wi» : /^=9 : 1) ; 

NMR(CDC1 3 ) : 8 7.15(dd, J=7. 5, 7.5Hz, 1H), 6.85(d, J=7. 5Hz, 1H), 
6.80(d, J=7.5Hz, 1H), 5.90(t, J=4Hz, 1H), 4.20(t, J=6Hz, 2H), 3.00(m, 
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1H), 2.90(t, J=6Hz, 2H), 2.75(m, 2H), 2.65(t, J=8. 5Hz, 2H), 2.55(t, 
J=8.5Hz, 2H), 2.20(s, 3H), 2.20(m, 2H), 1.30(d, J=6Hz, 6H) 0 

mmm2 (8) 

5 3- (5- (2- (2- (4- \y7>Vjrxi* s f-)V7^~}V*) -5-^^ 
^-drf->/^-4 — <M -3, 4-^tKof7?I^y-l- 



10 TLC : Rf Q.mtf nnfr/VJ* : /^=9 : 1) ; 

NMR(DMSO-d a ) : 8 8.10(d, J=8Hz, 2H), 7.85(d, J=8Hz, 2H), 7.15(dd, J=8, 
8Hz, 1H), 6. 95-6. 85 (m, 2H), 5.85(m, 1H), 4.20(t, J=6Hz, 2H), 2.95(t, 
J=6Hz, 2H), 2. 70-2. 50 (m, 4H), 2.40(s, 3H), 2.40(m, 2H), 2.10(m, 2H) 0 

15 mmm2 (9) 

3- (5- (2- (2- (4- \>3y;V$rv*<f';i>$-*r : >s7^~JV) -5- 





TLC : Rf 0. 51 a o Tfr/UA : / «~/V=9 : 1) ; 
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NMR(DMS0-d 6 ) : 8 8.00(d, J=9Hz, 2H), 7.50(d, J=9Hz, 2H), 7.15(dd, J=8, 
8Hz, 1H), 6. 95-6. 85 (m, 2H), 5.85(ra, 1H), 4.20(t, J=6Hz, 2H), 2.95(t, 
J=6Hz, 2H), 2. 70-2. 50 (m, 4H), 2.40(m, 2H), 2.40(s, 3H), 2.10(m, 2H) 0 

5 mmM2 (10) 

3- (5- (2- (2- (4-^aP7x^) - 5 - * T'A'ttW'-A' 




10 TLC : Rf 0.60(^nn*c/^ : /V-=9 : 1) ; 

NMR(DMS0-d 6 ) : 8 7.95(d, J=8Hz, 2H), 7.60(d, J=8Hz, 2H), 7.15(dd, J=8, 
8Hz, 1H), 6.95(d, J=8Hz, 1H), 6.90(d, J=8Hz, 1H), 5.85(t, J=4Hz, IH), 
4.20(t, J=6Hz, 2H), 2.95(t, J=6Hz, 2H), 2. 65-2. 50 (m, 6H), 2.40(s, 3H), 
2.10(m, 2H), 

15 

mnmz (id 

3- (5- (2- (2- U-tJ-^Jry^-M -5-*?A'ttW 
4 --f/t') -3, 4-i?fc Kn^^W-l-^) ~f 



20 




TLC : Rf 0.49(^nnzM^ : — /l^=9 : 1) ; 
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NMR(DMS0-d 6 ) : 5 7.80(d, J=8Hz, 2H), 7.35(d, J=8Hz, 2H), 7.15(dd, J=8, 
8Hz, 1H), 6.95(d, J=8Hz, 1H), 6.90(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 
4.20(t, J=7Hz, 2H), 2.95(t, J=7Hz, 2H), 2. 65-2. 55 (m, 4H), 2.50(s, 3H), 
2.40(m, 2H), 2.35(s, 3H), 2.10(m, 2H)„ 

jlM2 (12) 

3- (5- (2- (2- (4— *f y^O tVV7^— M 
y^- / u-4-4/i') ^h^vO -3, 4-i?hFuj-7?uy-i-s(;i') 



10 




TLC : Rf 0.58(^nn*cyVA : *9 J— 7^=9 : 1) ; 

NMR(DMS0-d 6 ) : 5 7.80(d, J=8Hz, 2H), 7.35(d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.85(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 
15 4. 20 (t, J=6Hz, 2H) , 3. 00-2. 90 (m, 3H) , 2. 65-2. 50 (m, 4H) , 2. 40-2. 35 (m, 2H) , 
2.35(s, 3H), 2. 10 (m, 2H), 1.20(d, J=8Hz, 6H) C 



• »feM2 (13) 

3- (5- (2- (2- (4-7"n \£;V7^~;V) - 5 J-A'ttW— 
20 ;v-4~^^) -3, 4-S?fc Kn^^W^-l-^A/) 
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TLC : Rf 0. 53(^ bb*M : * $ J ~ ^=9 : 1) ; 

N14R(DMSO-d 6 ) : 6 7.80(d, J=8Hz, 2H), 7.30(4 J=8Hz, 2H), 7.15(dd, J=8, 
8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.85(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 
5 4.20(t, J=6Hz, 2H), 2.95(t, J=6Hz, 2H), 2. 65-2. 50 (m, 8H), 2. 40-2. 35 (m, 
2H), 2.35(s, 3H), 2. 10 (m, 2H), 0.90(t, J=8Hz, 3H) 0 

mmw2 (i4) 

3- (5- (2- (2- (2, 2-*?7;V*xi-l, B-*?ir^4WV 
10 — 5-- MO - 5 -*?'Artr*rW*-A'— J-f^vO -3, 4- 



TLC : Rf 0. 51 (^ p n JjvUA : ^ ^ / — >^=9 : 1) ; 
15 NMR(DMS0-d 6 ) : 6 7.85(m, 1H), 7.80(m, 1H), 7.55(d, J=8Hz, 1H), 7. 15 (dd, 
J=8, 8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.85(d, J=8Hz, 1H), 5.85(t, J=4Hz, 
1H), 4.20(t, J=7Hz, 2H)^ 2.95(t, J=7Hz, 2H), 2. 65-2. 50 (m, 4H), 2.40- 



2.35(m, 2H), 2.35(s, 3H), 2. 10 (m, 2H) C 

20 mm (15) 

3- (5- (2- (2- (6-$?^VU75y W W-B-JA') -5- 

-l— TAO ^n/^i 
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TLC : Rf 0. 54(^ P n tf^VA : * 7 —7^=8 : 1) ; 

NMR(DMS0-d 6 ) : 5 8.56(d, J=2.4Hz, 1H), 7.88(dd, J=9.0, 2.4Hz, 1H), 
5 7.13(dd, J=7.8, 7.8Hz, 1H), 6.89(d, J=7.8Hz, 1H), 6.86(d, J=7. 8Hz, 1H), 
6.65(d, J=9.0Hz, 1H), 5.84(dd, J=4. 2, 4. 2Hz, 1H), 4. 17 (t, J=6. 3Hz, 2H), 
3.51(q, J=6.9Hz, 4H), 3.32(brs, 1H), 2.88(t, J=6.9Hz, 2H), 2. 70-2. 46 (m, 
4H), 2.36(t, J=7.2Hz, 2H), 2.30(s, 3H), 2. 18-2. 00 (m, 2H), 1.10(t, J=6.9Hz, 
6H) 0 

10 

(1 6) 

3- (5- (2- (2- (If^y^^-l-^^) -5-^W7^ 
^h*is) -3, 4-??tKBt7^^-l-^) T 9 *^ 



15 




TLC : Rf 0. 55(^ n p TjvkA : * 7 — /W=9 : 1) ; 

NMR(DMS0-d 6 ) : 5 12.10(br, 1H), 7.13(t, J=8. 1Hz, 1H), 6.87(d, J=8. 1Hz, 
1H), 6.85(d, J=8.1Hz, 1H), 5.85(t, J=4. 5Hz, 1H), 4.13(t, J=6. 6Hz, 2H), 
20 3. 39 - 3. 22 (m, 4H), 2.83(t, J=6.6Hz, 2H), 2.6l(t, J=7.2Hz, 2H), 2.55(t, 
J=7.8Hz, 2H), 2.36(t, J=7.8Hz, 2H), 2.18(s, 3H), 2. 14 - 2. 04 (m, 2H), 1.58 
- 1.48(m, 6H) 0 
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&BiM2 (1 7) 

3- (5- (2- (2- U-t^^vitls-l-ofM 

^b^» -3, 4-i?tKnWl/y-l-^ 

5 jv) ^a^ym-mm^ 




TLC : Rf 0. 30(^ p u tfc/WA : ^ * / — /V=9 : 1) ; 
NMR(DMS0-d 6 ) : 5 12.05(br, 1H), 7.13(t, J=8. 1Hz, 1H), 6.86(d, J=8. 1Hz, 
10 1H), 6.85(d, J=8. 1Hz, 1H), 5.85(t, J=4.2Hz, 1H), 4.13(t, J=6.6Hz, 2H), 
3.27(t, J=4.8Hz, 4H), 2.84(t, J=6.6Hz, 2H), 2.6l(t, J=7. 5Hz, 2H), 2.55(t, 
J=8. 1Hz, 2H), 2.41 -2. 32 (m, 6H), 2. 19 (s, 6H), 2.14 -2. 04 (m, 2H) 0 

xmm2 (1 8) 
15 3- (5- (2- (2- (^/w^y y-4-4M 

-3, 4-^tKnt7^y-l-^) -fus* 



20 TLC : Rf 0. 45(^ n n Tjvl^ : ^ ^ y — /V=9 : 1) ; 

NMR(DMS0-d 6 ) : 5 12.02(br, 1H), 7. 13 (t, J=7.8Hz, 1H), 6.86(d, J=7.8Hz, 
1H), 6.85(d, J=7.8Hz, 1H), 5.85(t, J=4. 2Hz, 1H), 4.14(t, J=6. 3Hz, 2H), 
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3.66(t, J=4.8Hz, 4H), 3.25(t, J=4.8Hz, 4H), 2.85(t, J=6.3Hz, 2H), 2.6l(t, 
J=7.5Hz, 2H), 2.55(t, J=8. 1Hz, 2H), 2.36(t, J=8. 1Hz, 2H), 2.20(s, 3H), 
2.14 - 2.04(m, 2H) 0 

5 mm (1 9) 

3- (5- (2- (2- (f**^*py-4-^^) 

-;v-a-J7V) -3, 4-v 5 tKnt7^vy-l-^^) 7 



TLC : Rf 0. 45 (<? n a -fclVJ* / ~/U=9 : 1) ; 

NMR(DMS0-d 6 ) : 5 12.09(br, 1H), 7. 13 (t, J=7.8Hz, 1H), 6.86(d, J=7.8Hz, 
1H), 6.85(d, J=7.8Hz, 1H), 5.85(t, J=4.2Hz, 1H), 4. 14 (t, J=6.6Hz, 2H), 
3.67 - 3. 58 (m, 4H), 2.84(t, J=6.6Hz, 2H), 2.66 - 2. 49 (m, 8H), 2.36(t, 
15 J=8.1Hz, 2H), 2. 19 (s, 3H), 2. 15 -2.05 (m, 2H) C 

mm (2 0) 

3- (5- (2- (2- {Q-t^/VVyW-Z-JM -5-*^* 
/V- 4 — < *1»<¥V) -3, 4-v?tKnt7^^-l-'{ 
20 /V) yo/^-t^S 
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TLC : Rf 0. 48 n ct -fc;vJ>> : * # J — ;U=9 : 1) ; 

NMR(DMS0-d 6 ) : 5 12.09(br, 1H), 8.94(d, J=2. 1Hz, 1H), 8.1l(dd, J=8. 1, 
2.1Hz, 1H), 7.37(d, J=8.1Hz, 1H), 7.14(t, J=8. 1Hz, 1H), 6.90(d, J=8.1Hz, 
1H), 6.85(d, J=8.1Hz, 1H), 5.84(t, J=4.2Hz, 1H), 4.20(t, J=6.0Hz, 2H), 
5 2. 93 (t, J=6. OHz, 2H) , 2. 61 (t, J=7. 5Hz, 2H) , 2. 56 (t, J=8. 4Hz, 2H) , 2. 51 (s, 
3H), 2.40(t, J=7.5Hz, 2H), 2.35(s, 3H), 2. 14 -2.04 (m, 2H) e 



mmM2 (2i) 

3- (5- (2- (2- (1, 5-^^^;V\fyV—A^-Z-^;V) -5- 
10 ^5 L /V^f-y-^~4— ' T/V) ^h^rf) -3, 4-^tKnt7^^ 

H 3 C. M , N 



H 3 C 




TLC : Rf 0. 39 (^ P n fc/UJ* : / — ;k=9 : 1) ; 
15 NMR(DMS0-d 6 ) : 5 12.09(br, 1H), 7.14(t, J=8. 1Hz, 1H), 6.89(d, J=8. 1Hz, 
1H), 6.86(d, J=8.1Hz, 1H), 6.45(s, 1H), 5.84(t, J=4. 2Hz, 1H), 4. 17 (t, 
J=6.3Hz, 2H), 3.76(s, 3H), 2.88(t, J=6. 3Hz, 2H), 2.6l(t, J=7. 5Hz, 2H), 
2.54(t, J=7.8Hz, 2H), 2.36(t, J=7. 5Hz, 2H), 2.28(s, 3H), 2.27(s, 3H), 
2. 14 - 2.04(111, 2H)„ 

20 

mMM2 (2 2) 

3 _ ( 5 _ (2- (2- (4-^^tf^D^V-l-" (M -S-tf'A' 
^ r y-^_ 4 _^ / V) ccj^vO -3, 4-v f tKPt7^^-l-'f 
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TLC : Rf O.BB(S0St^M ; 

NMR(DMS0-d 6 ) : 5 7.04(t, J=7.8Hz, 1H), 6.77(d, J=7.8Hz, 1H), 6.76(d, 
5 J=7.8Hz, 1H), 5. 78-5. 72 (m, 1H), 4.04(t, J=6.6Hz, 2H), 3. 70-3. 58 (m, 2H), 
2. 84-2. 74 (m, 2H), 2.80(bs, 1H), 2.74(t, J=6. 6Hz, 2H), 2. 55-2. 40 (m, 4H), 
2. 30-2. 23 (m, 2H), 2.08(s, 3H), 2. 05-1. 95 (m, 2H), 1.60-1. 35 (m, 3H), 
1. 14-0. 94 (m, 2H), 0.80(d. J=6. 6Hz, 3H)„ 

10 1MiI2 (2 3) 

3- (5- (2- (2- (5-^f;H^7v ? ^~2-<^) 
^^^-4-^^) x^^) -3, 4— 5?fc Vuj~7#Uy-l -4 




TLC : Rf 0.51(^nn7jN/VA : ^=10 : 1) ; 

NMR(DMS0-d 6 ) : 5 12.08(br, 1H), 9.06(m, 1H), 8.60(m, 1H), 7.14(dd, 
J=8.1, 8.1Hz, 1H), 6.90(d, J=8. 1Hz, 1H), 6.86(d, J=8. 1Hz, 1H), 5.84(dd, 
J=4.5, 4.5Hz, 1H), 4.22(t, J=6. 3Hz, 2H), 2.97(t, J=6.3Hz, 2H), 2.65- 
20 2.52(m, 7H), 2.38(s, 3H), 2. 40-2. 32 (m, 2H), 2. 13-2. 04 (m, 2H) 0 

mmM2 (2 4) 
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3- (5- (2- (2- (1, 2, 3, 6-fh7tKnlfy^y-l-'f 
;v) -5-^Wr/-/v-4-^f;v) -3, 4-i?tKnt 



TLC : Rf 0.40(^nn7^;^ : /V=9 : 1) ; 
NMR(CDC1 3 ) : 6 7.12(t, J=7.8Hz, 1H), 6.87(d, J=7.8Hz, 1H), 6.80(d, 
J=7.8Hz, 1H), 5. 92-5. 84 (m, 2H), 5. 78-5. 70 (m, 1H), 4.21(t, J=6.9Hz, 2H), 
3.86(dt, J=5.4, 2.7Hz, 2H), 3.54(t, J=5. 7Hz, 2H), 2.97(t, J=6.9Hz, 2H), 
1 0 2. 80-1. 60 (br, 1H) , 2. 80-2. 72 (m, 2H) , 2. 70 (t, J=8. 1Hz, 2H) , 2. 60- 2. 54 (m, 
2H), 2. 30-2. 18 (m, 4H), 2.26(s, 3H) 0 

mmM2 (2 5) 

2- (5- (2- (2-7x^-5-^^^ <M 

15 Y^y) -3, 4 -S>fc Yn1-79 uy-l— 



TLC : Rf 0. 54(^ n n : t# J —7^=10 : 1) ; 

20 NMR(CDC1 3 ) : 8 8. 01-7. 92 (m, 2H), 7. 48-7. 36 (m, 3H), 7.09(t, J=8. 0Hz, 
1H), 6.83(d, J=8.0Hz, 1H), 6.76(d, J=8. 0Hz, 1H), 6.00(t, J=4.8Hz, 1H), 
4.20(t, J=6.4Hz, 2H), 3.43(brs, 2H), 2.98(t, J=6. 4Hz, 2H), 2.75(t, 




5 
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J=8.0Hz, 2H), 2.35(s, 3H), 2.32-2. 18 (m, 2H)„ 
mm 2 (2 6) 

2 _ (5- (2- (2- (4 -^fvl^ *=•/>) A' 
5 _ 4 _^^) jef^S/) -3, 4-v?fcKnt7^^-l-^^) 



TLC : Rf 0. 45(^ n p Tfr/l'A \ J —71^=10 : 1) ; 
10 Mffi(CDCl 3 ) : 5 7.86(d, J=8. 1Hz, 2H), 7.22(d, J=8. 1Hz, 2H), 7.09(dd, 
J=7.8, 7.8Hz, 1H), 6.83(d, J=7. 8Hz, 1H), 6.78(d, J=7.8Hz, 1H), 6.00(t, 
J=4.5Hz, 1H), 4.02(t, J=6.6Hz, 2H), 3.44(s, 2H), 2.97(t, J=6. 6Hz, 2H), 
2.75(t, J=6.6Hz, 2H), 2.38(s, 3H), 2.34(s, 3H), 2.26(m, 2H) 0 

15 ilM2 (2 7) 

5- (5- (2- ( 2 - 7 ^ 5 - ^ =f)V^^V—nV- 

-3, 4-^tKnt7^vy-l-^) 'O'^l'ft 



20 TLC : Rf 0. 55(^ a a jfr/l'.k : ^ * J — ;W=9 : 1) ; 

NMR(CDC1 3 ) : 5 8. 02-7. 94 (m, 2H), 7. 48-7. 37 (m, 3H), 7. 12 (t, J=8. 0Hz, 
1H), 6.87(t, J=8.0Hz, 1H), 6.79(d, J=8. 0Hz, 1H), 5.84(t, J=4.6Hz, 1H), 
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4.25(t, J=6.4Hz, 2H), 3.00(t, J=6.4Hz, 2H), 2.7l(t, J=7.4Hz, 2H), 
2. 50-2. 30 (m, 7H), 2. 25-2. 10 (m, 2H), 1.78-1. 45 (m, 4H) 0 

mmm2 (28) 

5 5- (5- (2- (2- (4-^^/v7*=/u) 

-4— T/W) ^f^» -3, 4-S?tK»t7^l/>'-l-^) 




10 TLC : Rf 0. 21 n V jJn^A : t 9 / — /V=20 : 1) ; 

NMR(CDC1 3 ) : 6 7.85(d, J=8Hz, 2H), 7.20(d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6.85(d, J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5.85(t, J=7Hz, 1H), 
4.25(t, J=7Hz, 2H), 3.00(t, J=7Hz, 2H), 2.70(t, J=8Hz, 2H), 2. 50-2. 30 (m, 
4H), 2.40(s, 3H), 2.30(s, 3H), 2.20(m, 2H), 1.80-1. 50 (m, 4H) D 

15 

^»J2 (2 9) 

5- (5- (2- (2- (1, ^*V-5->f/V) -5-* 

^^f-y-;v-4->r/v) x-Y^s) -3, 4-^tKPt7^W- 



20 




TLC : Rf 0. 20(^ n a *M : * * / — /l^=20 : 1) ; 



130 



WO 02/051820 



PCT/JPO 1/11255 



NMR(CDC1 3 +CD 3 0D) : 8 7.55(dd, J=8Hz, 1H), 7.45(d, J=lHz, 1H), 7. 15 (dd, 
J=7.5, 7.5Hz, 1H), 6.90(d, J=7.5Hz, 1H), 6.85(d, J=8Hz, 1H), 6.80(d, 
J=7.5Hz, 1H), 6.00(s, 2H), 5.85(t, J=4Hz, 1H), 4.20(t, J=6.5Hz, 2H), 
2.95(t, J=6.5Hz, 2H), 2.70(t, J=8Hz, 2H), 2. 50-2. 20 (m, 4H), 2.30(s, 3H), 
5 2.20(m, 2H), 1.80-1. 45 (m, 4H) 0 

mMM2 (3 0) 

5- (5- (2- (2- U-v^^/VT^/^oc^/I-) -5-^^^ 
jv-a— ifls) x-Y^s) -3, 4-*JM}?u-ry$vi/-l-4;V) 
10 ^i'^i'Ife 



TLC : Rf 0. 55(^ nn*M : ^ * / —ju=9 : 1) ; 
NMR(CDC1 3 ) : 5 7.80(d, J=8Hz, 2H), 7.10(m, 1H), 6. 90-6. 70 (m, 4H), 
15 5. 85 (ra, 1H) , 4. 20 (t, J=6. 5Hz, 2H) , 3. 00 (s, 6H) , 2. 95 (m, 2H) , 2. 70 (m, 2H) , 
2.50-2. 10 (m, 6H), 1. 80-1. 50 (m, 4H) C 

mmm2 op 



2, 2-i?*f-fr-Z- (5- (2- (2-y x.~>V-$-* s }-}Vjr$r^/ 
20 ^y**/) -3, 4-^tKat7^Wy-l-'f/V) 7* 
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TLC : Rf 0.35(^1fy : %fflk^;V=Z : 1) ; 

NMR (DMSO-d 6 ) : 8 12. 07 (br, 1H) , 7. 93 - 7. 86 (m, 2H) , 7. 53 - 7. 42 (m, 3H) , 
7.09(t, J=8. 1Hz, 1H), 6.95(d, J=8. 1Hz, 1H), 6.86(d, J=8. 1Hz, 1H), 5.84(t, 
5 J=4.2Hz, 1H), 4.19(t, J=6. 3Hz, 2H), 2.93(t, J=6.3Hz, 2H), 2.65(s, 2H), 
2.55(t, J=7.8Hz, 2H), 2.34(s, 3H), 2.08 - 1.98(m, 2H), 0.99(s, 6H) C 

$mm2 (3 2) 

2, 2-^^-3- (5- (2- (2- ny&y 
10 _ 3 _^,v) -5-U-)V**y-y-;V-4-s(;V) -3, 4- 



15 TLC : Rf 0.62(^f-V : @t^5vV=l : 19) ; 

NMR(CDC1 3 ) : 6 8.73(d, J=2.7Hz, 1H), 8.05(dd, J=8.7, 2.7Hz, 1H), 
7.08(dd, J=7.8, 7.8Hz, 1H), 6.96(d, J=7.8Hz, 1H), 6.76(d, J=7.8Hz, 1H), 
6.58(d, J=8.7Hz, 1H), 5.91(t, J=4.5Hz, 1H), 4. 23 (t, J=6.3Hz, 2H), 3.20(s, 
6H), 2.96(t, J=6.3Hz, 2H), 2.76(s, 2H), 2.68(t, J=7. 5Hz, 2H), 2. 34 (s, 

20 3H), 2.18-2. 11 (m, 2H), 1. 15 (s, 6H)„ 

lUMj (3 3) 

2, 2-^^-3- (5- (2- {2—(y^n\f;v-^-^^;V^ 
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H3C CH3 



H 3 C 0-^CH 3 



• 1/2Ca 



5 TLC : Rf 0.86(^^-f-^ : SSfc^vl^l : 19) ; 

NMR(DMS0-d 6 ) : 6 7.06(m, 1H), 7.58(d, J=7. 5Hz, 1H), 6.80(d, J=8. 1Hz, 
1H), 5.88(m, 1H), 4.10(t, J=6.9Hz, 2H), 2. 94 (quint, J=6.9Hz, 1H), 2.79(t, 
J 6.6Hz, 2H), 2.63(s, 2H), 2.50(m, 2H), 2.19(s, 3H), 2.05(m, 2H), 1.20(d, 
J=6.9Hz, 6H), 0.89(s, 6H) 0 

10 

mMM2 (3 4) 



2, 2-^^-3- (5- (-2- (2- (6- (t^i?y-l-^) 

3, 4-^tKot7^^-l-^) 7a/<ym- i~hV 9&tiL 



TLC : Rf 0.59(^ppxM'A : /^=8 : 1) ; 

NMR(DMS0-d 6 ) : 6 8.57(d, J=2.1Hz, 1H), 7.90(dd, J=9.0, 2.1Hz, 1H), 
20 7.06(dd, J=8.1, 7.5Hz, 1H), 6.97(d, J=7. 5Hz, 1H), 6.87(d, J=9.0Hz, 1H), 
6.8l(d, J=8.1Hz, 1H), 5.84(t, J=4. 5Hz, 1H), 4. 15 (t, J=6. 3Hz, 2H), 
3. 68-3. 50 (m, 4H), 2.88(t, J=6. 3Hz, 2H), 2. 66-2. 48 (m, 4H), 2.29(s, 3H), 
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2. 14-1. 92 (m, 2H), 1.70-1. 38 (m, 6H), 0.85(s, 6H) 0 
mm (3 5) 

2, 2—^^-3- (5- (2- (2- (6- (^5^-4-^^) 
5 try -fAO ^-4-> f A) ^h^V) - 

3, 4— 5?fc Kn^^H'-l— f*0 ^n^^H-^-MJ^Aii: 



10 TLC : Rf 0.56(^nn^^A : ^^y—/U=8 : 1) ; 

NMR(DMS0-d 6 ) : 8 8.6l(d, J=2. 1Hz, 1H), 7.97(dd, J=9.0, 2.1Hz, 1H), 
7.06(dd, J=8. 1, 7.5Hz, 1H), 6.97(d, J=8. 1Hz, 1H), 6.9l(d, J=9. 0Hz, 1H), 
6.81(d, J=7.5Hz, 1H), 5.84(t, J=4. 5Hz, 1H), 4.1 6 (t, J=6.0Hz, 2H), 
3. 76-3. 62 (tn, 4H), 3. 60-3. 44 (m, 4H), 2.89(t, J=6. 0Hz, 2H), 2. 64-2. 48 (m, 

15 4H), 2.3l(s, 3H), 2. 14-1. 92 (m, 4H), 0.84(s, 6H)„ 

*ttfl»2 (3 6) 

2, 2-^^-3- (5- (2- (2- (6-^^Vt 0 U^-3— < 
JV) -5-*?'Atf-*t-9- > /—A'-4-<{A') =^h^) -3, 4-5?kKP 

20 i-y^ i^y-i-^M 7*W*V& 




H3C CH3 




H3C CH3 
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TLC : Rf O.AS^^i-y : Jg&9t*-?'A'=l : 19) ; 

NMR(CDC1 3 ) : S 9.05(d, J =1. 8Hz, 1H), 8. 13 (dd, J=8.4, 1.8Hz, 1H), 
7.22(d, J=8.1Hz, 1H), 7.07(dd, J=8. 1, 8.1, Hz, 1H), 6.96(d, J=8. 1Hz, 1H), 
5 6. 75 (d, J=8. 4Hz, 1H) , 5. 91 (m, 1H) , 4. 24 (t, J=6 . 6Hz, 2H) , 2. 98 (t, J=6. 6Hz, 
2H), 2.76(s, 2H), 2.68(t, J=7. 8Hz, 2H), 2.60(s, 3H), 2.38(s, 3H), 
2. 18-2.1 l(m, 2H), 1.15(s, 6H)„ 

mmm2 (3 7) 

10 2, 2-^5^-3- (5- (2- (2- fr/Vfc V I/- 4 — f /l") -5 
-^f;^r^-4-^/i') -3, 4-^tKot7^VV 

-1-4 A) ^n/-?V^ 



TLC : Rf 0.72(^^rf'>' : BH&J^/^l : 19) ; 

NMR(CDC1 3 ) : 5 7.08(dd, J=8. 1, 7. 5Hz, 1H), 6.95(d, J=7. 5Hz, 1H), 
6.76(d, J=8.1Hz, 1H), 5.90(t, J=4. 8Hz, 1H), 4.21(t, J=6. 6Hz, 2H), 3.79(t, 
J=4.8Hz, 4H), 3.39(m, 4H), 2.98(t, J=6. 6Hz, 2H), 2.76(s, 2H), 2.67(t, 
20 J=7.8Hz, 2H), 2.27(s, 3H), 2. 18-2.1 Km, 2H), 1.14(s, 6H) 0 

WteMZ (3 8) 

2, 2-^^-3- (5- (2- (2- (tr-^U^-l-^/U) -5 
-^WTy-^-4-^/^ ^h^V) -3, 4-^tK0t7^ky 




15 
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H3C CH3 



OH 



CH 3 



5 TLC : Rf 0. 76 b p jM'A : *Z J — A-=19 : 1) ; 

NSJR(CDC1 3 ) : 8 7.07(dd, J=7.8, 7.8Hz, 1H), 6.94(d, J=7.8Hz, 1H), 
6.76(d, J=7.8Hz, 1H), 5.90(t, J=4. 8Hz, 1H), 4.20(t, J=6. 9Hz, 2H), 3.36(m, 
4H), 2.95(t, J=6.9Hz, 2H), 2.76(s, 2H), 6.69(t, J=8.4Hz, 2H), 2.24(s, 
3H), 2. 18-2. 11 (m, 2H), 1.62(m, 6H), 1. 14 (s, 6H) 0 

10 

iM!2 (3 9) 

2, 2-vMf7W-3- (5- (2- (2- frttfrfc}) ^-4-4/1') 
-5-^f;Vf7^-/V-4-^;P) ^f>3r^) -3, 4-i?tKnt7^ 



TLC : Rf 0.73(^PP*A-3> : J— 7^=19: 1) ; 
NMR(CDC1 3 ) : 6 7.08(dd, J=8.7, 8. 7Hz, 1H), 6.95(d, J=8. 7Hz, 1H), 
20 6.76(d, J=8.7Hz, 1H), 5.9l(m, 1H), 4.20(t, J=6.6Hz, 2H), 3.75(m, 4H), 
2.94(t, J=6.6Hz, 2H), 2.77(s, 2H), 2.68(m, 6H), 2.25(s, 3H), 2.15(ra, 2H), 
1. 15 (s, 6H) 0 



15 
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mMM2 (4 0) 

2, 2-^^-5- (5- (2- (2-7*-/W-5-^^^-' 3 rf-^ 
^ /U -4-^;U) Jih^i/) -3, 4-^kKaf7^y-l-{/>) ^ 

5 



TLC : Rf 0.49(^ a OTfc/VA : ^ 7^=10 : 1) ; 
10 NMR(CDC1 3 ) : 6 8. 01-7. 92 (m, 2H), 7. 48-7. 36 (m, 3H), 7. 10 (t, J=8.0Hz, 
1H), 6.86(d, J=8.0Hz, 1H), 6.77(d, J=8.0Hz, 1H), 5.83(t, J=4.6Hz, 1H), 
4.24(t, J=6.6Hz, 2H), 2.99(t, J=6. 6Hz, 2H), 2.7 0(t, J=7.8Hz, 2H), 
2. 46-2. 32 (m, 2H), 2.36(s, 3H), 2.24-2. 11 (m, 2H), 1.67-1. 40 (m, 4H),L17(s, 
6H) 0 

15 

2 -s<y*J;vjr**s- 3 - (5- (2- (2- -5 

-t?-;v**f-y-ju-4-' jLh^v) -3, 4-5?t ywry$\s 




OH 




OH 



20 
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TLC : Rf 0.38(^Pn7jvI^ : 7U=10 : 1) ; 

NM(CDC1 3 ) : 5 7.86(m, 2H), 7. 34-7. 12 (m, 7H), 7.08(dd, J=8. 1, 8.1Hz, 
1H), 6.89(d, J=8.1Hz, 1H), 6.80<d, J=8. 1Hz, 1H), 5.99(dd, J=4.5, 4. 5Hz, 
5 1H), 4.57(d, J=11.7Hz, 1H), 4.4l(d, J=11.7Hz, 1H), 4. 29-4. 20 (m, 2H), 
4. 16 (dd, J=9.0, 3.6Hz, 1H), 3. 10 (m, 1H), 3.00(t, J=6.6Hz, 2H), 2.90- 
2.66(m, 2H), 2.60(m, 1H), 2.38(s, 3H), 2.36(s, 3H), 2. 25-2. 12 (m, 2H)„ 

mmm3 

10 2- (5- (2- (2- a^^/U) 

x>^) -3, 4-i?tKnt7^VV-l-'f;l') 




15 ■fomt3?'t7&Tfr*^t?& (1 4 7 mg) ©fh7tKo77y (7.0 

mi) mmmzmmmi (29) •vmki>it<ti&& a.93 g ) ©fh7tK 

xxyyV (12ml) ^OtfiTU MTf 1. 5 l*Wfi»tfc. frfc 

20 ma&u Tmv>>&mft-rz>*mw<k&® a.26 g ) 

TLC : Rf 0.50(^^rf-^ : g£^a:^=l : 1) ; 

NMR(CDC1 3 ) : 8 7. 92-7. 84 (m, 2H), 7. 30-7. 22 (m, 2H), 7. 13 (dd, J=8. 1, 
8.1Hz, 1H), 7.89(d, J=8. 1Hz, 1H), 6.8l(d, J=8. 1Hz, 1H), 5.95(t, J=4. 5Hz, 
1H), 4.25(t, J=6.6Hz, 2H), 3. 82-3. 68 (m, 2H), 2.98(t, J=6.6Hz, 2H), 
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2. 78-2. 66 (m, 4H), 2.53(m, 1H), 2.36(s, 3H), 2. 30-2. 16 (m, 2H), 1.96- 
1.70 On 5H), 1.54-1. 14 (m, 5H)„ 

mMM3 (1) ~9ffiM3 (5) 

5 nmmi (29) -^m^Ltci^m^^^mmmi (2 7),ssa«i 
(28), mmmi 00, nwu (31) is^nmmmz-vmti.tzit 

10 IM3 (1) 

2- (5- (2- (2- - 5 -ff'jVir-*^/—^ 

_ 4 _^^) -3, 4-i?t Knty^^V-l-'f 




15 

TLC : Rf 0. 27 (^^^ : SfR^^=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.86(d, J=8.4Hz, 2H), 7.23(d, J=8. 4Hz, 2H), 7.12(dd, 
J=8.1, 8.1Hz, 1H), 6.89(d, J=8. 1Hz, 1H), 6.81(d, J=8. 1Hz, 1H), 5.94(t, 
J=4.5Hz, 1H), 4.25(t, J=6.6Hz, 2H), 3.76(m, 2H), 2.98(t, J=6. 6Hz, 2H), 
20 2. 78-2. 67 (m, 4H), 2.38(s, 3H), 2.36(s, 3H), 2.22(m, 2H) 0 

1113 (2) 

2- (5- (2- (2-jy7n\i'/U- 5-^^/^^f-y-/^-4 — (A*) 
mh^rV) -3, \ftt-)-y^U^-l-y(A) ;—A 
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H 3 C H^O 
H 3 C O^CH 3 




TLC : Rf 0. 34 (^rU"^ : ft&t^f-f^l : D ; 
5 NMR(CDC1 3 ) : 6 7.12(dd, J=7.8, 7.8Hz, 1H), 6.89(d, J=7.8Hz, 1H), 
6.79(dd, J=7.8, 0.9Hz, 1H), 5.95(dd, 3=4.5, 4. 5Hz, 1H), 4.17(t, J=6.6Hz, 
2H), 3. 82-3. 70 (m, 2H), 2. 99 (sept., J=6.9Hz, 1H), 2.89(t, J=6.6Hz, 2H), 
2. 76-2. 66 (m, 4H), 2. 28-2. 16 (m, 2H), 2.25(s, 3H), 1.3l(d, J=6.9Hz, 6H) C 

10 mMM3 (3) 

2- (5- (2- (2- (4-j*fvH^<7^V-l->f/V) -5-^f-/U 
f7^-4 — (M ^h*-» -3, 4-i?tKnWl/y-l-f 



TLC : Rf 0. 26 $ J — IV : g^Sl^fvl^l : 5) ; 

NMR(CDC1 3 ) : 5 7.12(dd, J=8. 1, 8.1Hz, 1H), 6.88(d, J=8. 1Hz, 1H), 
6.80(d, J=8.1Hz, 1H), 5.95(brt, 1H), 4.22(t, J=6. 6Hz, 2H), 3.76(t, 
20 J=6.6Hz, 2H), 3.40(brt, 4H), 2.96(t, J=6.6Hz, 2H), 2. 76-2. 67 (m, 4H), 
2.50(brt, 4H), 2.33(s, 3H), 2.26(s, 3H), 2.26-2. 17 (m, 2H)„ 



15 
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3feW3 (4) 



2- (5- (2- (2- (t°-<y i?y-i-' 

-4— f/w) ^b^) -3, A-ittFvj-yfuy-i-sfM s 

—A' 



TLC : Rf 0.27(^1^ : BSfcx^vl^ : l) ; 

NMR(CDC1 3 ) : 5 7.12(dd, J=7. 8, 7.8Hz, 1H), 6.88(d, J=7.8Hz, 1H), 
6.8l(d, J=7.8Hz, 1H), 5.95(dd, J=4. 5, 4.5Hz, 1H), 4.2l(t, J=6.9Hz, 2H), 
10 3. 75 (m, 2H) , 3. 36 (m, 4H) , 2. 96 (t, J=6. 9Hz, 2H) , 2. 77-2. 68 (m, 4H) , 2. 25 (s, 
3H), 2. 27-2. 18 (m, 2H), 1.72-1. 53 (m, 6H) 0 

mMM3 (5) 

3- (5- (2- (2- (A-tJ-JVy^/V) 
15 x-h^ci') -3, 4-v>tKnt7^uy-l — (M 



TLC : Rf 0. 55 (g^^f-jU : ^dpf-^=2 : 1) ; 
20 NMR(CDC1 3 ) : 6 7.86(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 7.12(t, 
J=7.8Hz, 1H), 6.91(d, J=7. 8Hz, 1H), 6.80(d, J=7.8Hz, 1H), 5. 90-5. 84 (m, 
1H), 4.25(t, J=6.6Hz, 2H), 3.68(t, J=6. 6Hz, 2H), 2.99(t, J=6. 6Hz, 2H), 



5 
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2.71(t, J=7.8Hz, 2H), 2.52(t, J=7.8Hz, 2H), 2.39(s, 3H), 2.36(s, 3H), 
2. 24-2. 14 (m, 2H), 1.78 (quint, J=7.8Hz, 2H), 1.58(s, 1H) 8 

5 2- (5- (2- (2- (4— y$ u^^y/uy^^/u) —5-*3-/Vjr*r 

^/—,v-a— ii\<) ^h^y) -3, Fuj-ypisy-i— iiv) 




1 0 mMM 3 "C^it Ltzit^ (1. 20 g ) omk^fl' (12ml) *3 <fc tfi? 
^/l^yl^^K (5.0ml) OMMIC^ VT'ti ^xf ^ y 
(2.7ml) H^b^^- tfy^ffft (1.25g) 0i?*f-»XA<*i 

K (6. 5m 1 ) 1 OfCfTU - 1 0 t>T 2 B#P B m# Ufc, £ 

J&W&y>}$:%ifcfcbiJ, ^^^/VT'tttJBLfCo ttffl$&&fn&£2K - ?t&#' 

Mik&m (1.57g) £#fc„ #^^Lfcft;^^Mt-5ri:^<to^^ 
TLC : Rf 0.60(^=arf->- : I^^^V=2 : l)„ 
20 (1) -tM4 (4) 
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mmm* (1) 

2- (5- (2- (2- {^-^f-)Vy^)V) 

-4-j,u) cxh^v) -3, 4-t?tKPt7^^-l-^) Tirh 



TLC : Rf 0.58(^drf-^ : @^g|^^=2 : 1) ; 

NMR(CDC1 3 ) : 8 9.63(t, J=1.5Hz, 1H), 7.86(d, J=8. 1Hz, 2H), 7.24(d, 
J=8.1Hz, 2H), 7.12(dd, J=7.8, 7.8Hz, 1H), 6.83(d, J=7.8Hz, 1H), 6.73(d, 
10 J=7.8Hz, 1H), 6.02(t, J=4. 5Hz, 1H), 4.25(t, J=6. 6Hz, 2H), 3.43(m, 2H), 
2.98(t, J=6.6Hz, 2H), 2.78(t, J=8.4Hz, 2H), 2.38(s, 3H), 2.36(s, 3H), 
2.31(m, 2H) 0 

mmM4 (2) 

15 2- (5- (2- (2 — (yzfn\fjV- 4 — (M 

ocf^i/) -3, 4-i?tKot7>?^-l-'f/l') T-fehT^tK 



20 TLC : Rf 0.62(^1?-^ : ffl&x.f'A'=l : 1) ; 

NMR(CDC1 3 ) : 8 9.64(t, J=2.4Hz, 1H), 7. 12 (dd, J=7.8, 7.8Hz, 1H), 
6.81(d, J=7.8Hz, 1H), 6.73(d, J=7.8Hz, 1H), 6.03(dd, J=4. 5, 4.5Hz, 1H), 



5 
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4.18(t, J=6.6Hz, 2H), 3. 48-3. 40 (m, 2H), 2. 99 (sept., J=6.9Hz, 1H), 2.89(t, 
J=6.6Hz, 2H), 2.77(t, J=8. 1Hz, 2H), 2. 36-2. 16 (m, 2H), 2.25(s, 3H), 1.3l(d, 
J=6.9Hz, 6H) 0 

5 mmM4 (3) 

2- (5- (2- (2- 1 — -5-*^ 

^h**s) -3, 4-i?kKaf7^V^-l->f 

*0 T-fehT^xt K 



TLC : Rf 0. 25 * / —/V : SfflfcJ.^=l : 5) ; 

NMR(CDC1 3 ) : 5 9.64(t, J=2.4Hz, 1H), 7. 12 (dd, J=8. 1, 8.1Hz, 1H), 
6.82(d, J=8. 1Hz, 1H), 6.73(d, J=8. 1Hz, 1H), 6.03(brt, 1H), 4.22(t, 
J=6.9Hz, 2H), 3. 46-3. 37 (m, 6H), 2.96(t, J=6.9Hz, 2H), 2.78(dd, J=8.4, 
15 8.4Hz, 2H), 2.5l(m, 4H), 2.34(s, 3H), 2.26(s, 3H), 2. 34-2. 23 (m, 2H) 0 

mffiM* (4) 

2- (5- (2- (2- -5-^W7^ 

_ 4 _ > f /l ,) ^h^-y) -3, 4-^tKot7^vy-l-^) T±Y 
20 7/^t K 
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TLC : Rf 0. 57(^$"py : @^^^/V=2 : 1) ; 

NMR(CDC1 3 ) : 6 9.64(t, J=2. 7Hz, 1H), 7.12(dd, J=8. 1, 8.1Hz, 1H), 
6.82(d, J=8.1Hz, 1H), 6.72(d, J=8. 1Hz, 1H), 6.02(dd, J=4. 5, 4.5Hz, 1H), 
4.22(t, J=6.9Hz, 2H), 3.44(m, 2H), 3.36(m, 4H), 2.96(t, J=6.9Hz, 2H), 
5 2.78(dd, J=8.1, 8.1Hz, 2H), 2. 36-2. 26 (m, 2H), 2.25(s, 3H), 1.72-1. 54 (m, 
6H) 0 

2 8 

2- {4:-%/^xi^%/;vy^^;V) -4- (2- ((5- (2, 2-t^h 

1 5 $mm 4 x*gm vtz.it^<D^ / (7. 8m 1 ) P -b f>\<m • 

imm (3 0 0mg) SrJD*., 9 0 3 l$m$# tfc„ 

20 15:1^9:1) t«L, Tfa^tt^SrW^S^S^^ (1.04g) £ 
TLC : Rf 0. 38 : @^i^^^V=5 : 1) ; 

NMR(CDC1 3 ) : 5 7. 94-7. 84 (m, 2H), 7. 30-7. 22 (m, 2H), 7. 12 (dd, J=7.8, 
7.8Hz, 1H), 6.93(d, J=7. 8Hz, 1H), 6.79(d, J=7.8Hz, 1H), 5.97(t, J=4.5Hz, 
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1H), 4. 64 On, 1H), 4.25(t, J=6. 6Hz, 2H), 3. 74-3. 58 (m, 2H), 3. 52-3. 38 (m, 
2H), 2.98(t, J=6.6Hz, 2H), 2. 80-2. 64 (m, 4H), 2.53(m, 1H), 2.35(s, 3H), 
2. 26-2. 14 (m, 2H), 1.96-1. 70 (m, 5H), 1.52-1. 20 (m, 5H), 1.16(t, J=6.9Hz, 
6H)„ 

5 

2 9 

3- (5- (2- (2- - 5 - * 

- 2 — cc h *^yn/-?y= MJ 

10 




2 8 T'Mit Lfcit&Vn (1. 00 g ) ©4£ft;^ ^ V'V (9. 5m 1 ) tm\Z 
i/T >"ftj MJ * y ^ (0. 76m 1 ) *5 j;r;H7 $> ft* ^VVflBfi 
15 (o. 14m 1 ) ZMx., 1. 5 BtTO8£#L£ 0 Rf8SM#*JM»*3lW* 

nvf^77^- hW:ft»xfA'-10 : l-»7 : 1) "CflH&U 
TIB^itt€ SrftSSli ©ffiJUfr&ft (8 3 7 mg) Srfcfc. #*>frtfUb 

TLC : Rf 0.27(^f-^ : BMte^A'^B : 1) ; 

NMR(CDC1 3 ) : 6 7. 94-7. 84 (m, 2H), 7. 32-7. 22 (m, 2H), 7. 14 (dd, J=8.4, 
8.4Hz, 1H), 6. 88-6. 76 (m, 2H), 6.09(t, J=4. 5Hz, 1H), 4. 32-4. 18 (m, 3H), 
3. 80 On, 1H), 3. 48 (m, 1H), 3. 10-2. 44 (m, 7H), 2.36(s, 3H), 2. 32-2. 10 (m, 



146 



WO 02/051820 



PCT/JPO 1/11255 



2H), 1.96-1. 70 (m, 5H), 1.52-1. 14 (m, 8H) 0 



mm 5 



2 -j^V^-iy- 3 - (5- (2- (2- (4 n^5ri/;vy s.~;v) - 
5 5 - * f-A/ttW—fV- 4 -4 M s. h 3f V) - 3 , 4-i?t Kat7^ 



2 9 -r*Wk\,1ttt&®<0^9 J—)V ( 1 1 m 1 ) WftZ- 5 Nfrmit 
10 ~T b JJ ? ATkiffifc (3. 8m 1 ) SrJn*.* 9 0 W4l$Wa6#Lfc, 

A^ovh^77^- (^nP*M : * * / 1 2 : 1) U 
1 5 -nEfttt€*^Tt"5 #38 ( 6 7 6 m g ) Srfcfc, 

TLC : Rf 0.42(^nn7f;;VA : /V=8 : 1) ; 

NMR(CDC1 3 ) : 5 7. 94-7. 84 (m, 2H), 7. 32-7. 22 (m, 2H), 7. 13 (dd, J=7.8, 
7.8Hz, 1H), 6.96(d, J=7.8Hz, 1H), 6.80(d, J=7.8Hz, 1H), 5.98(t, J=4.5Hz, 
1H), 4.24(t, J=6.6Hz, 2H), 4.04(dd, J=8.7, 4.2Hz, 1H), 3. 54 fa, 1H), 
20 3. 43 (n, 1H) , 3. 06 (m, 1H) , 2. 99 (t, J=6. 6Hz, 2H) , 2. 90-2. 44 (m, 4H) , 2. 35 (s, 
3H), 2. 26-2. 12 (m, 2H), 1.96-1. 68 (m, 5H), 1.52-1. 16 (m, 5H), 1.12(t, 
J=6.9Hz, 3H) 0 

mmme m -mmme (4) 




O^CH 3 
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mM4vwki>itfc&to<Dftt>*)KmaiM4 cd ~4 (4) -vw&l 
5 mm (1) 

2-oi (5- (2- (2- (4-^^7*^l') 

7^^y-/V-4-^/V-) ^h^V) -3, W- 1 



TLC : Rf 0.42(^Dn3ft/W» : *#/^ /W=10 : 1) ; 
NMR(CDClg) : 6 7.86(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 7. 14 (dd, 
J=7.8, 7.8Hz, 1H), 6.96(d, J=7.8Hz, 1H), 6.82(d, J=7.8Hz, 1H), 5.98(t, 
15 J=4.5Hz, 1H), 4.26 & 4. 25 (each t, J=6. 6Hz, total 2H), 4.04(dd, J=9. 0, 
3.9Hz, 1H), 3.49(m,2H), 3.08(m, 1H), 2.99(t, J=6. 6Hz, 2H), 2. 86 & 
2. 81 (each t, J=6. 6Hz, total 1H), 2. 72-2. 52 (m, 2H), 2.38(s, 3H), 2.36(s, 
3H), 2. 21 On, 2H), 1.12(t, J=6.9Hz, 3H) 0 

20 mmme (2) 

2-^J.drv—3- (5- (2- {2-^yzfn\fjV-5-^^-^^y 
-/P-4-^;V) ^Y**S) -3, 4-^tKot7^^-l-^^) y 
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H 3 C 



H 3 C 0-^CH 3 




1/2 Ca' 



2+ 



TLC : Rf 0.42(^nntfc/KA : J— /V=8 : 1) ; 

NMR(DMS0-d 6 ) : 6 7.07(dd, J=7.8, 7.8Hz, 1H), 6.98(d, J=7.8Hz, 1H), 
5 6.8l(d, J=7.8Hz, 1H), 5.85(dd, J=4. 2, 4. 2Hz, 1H), 4.09(t, J=6.3Hz, 2H), 
3. 74-3. 46 (m, 2H), 3. 13 (m, 1H), 3. 02-2. 56 (m, 5H), 2. 54-2. 30 (m, 2H), 
2.18(s f 3H), 2. 16-1. 94 (m, 2H), 1.20(d, J=6. 6Hz, 6H), 0.92(t, J=6.9Hz, 
3H)„ 

10 mm 6 (3) 

2-zc (5- (2- (2- 

- 5 -pi ^jlrf-T 4-^/1^) ^h*is) -3, 4-^tKPt7^ 



15 




TLC : Rf 0. 35(* a a Tfr/l'A : ^ * / — /V=5 : 1) ; 

NMR(CDC1 3 +CD 3 0D) : 5 7. 11 (dd, J=8. 1, 8. 1Hz, 1H), 6.99(d, J=8. 1Hz, 1H), 
6.77(d, J=8.1Hz, 1H), 5.98(dd, J=4. 2, 4. 2Hz, 1H), 4.22(m, 2H), 3.98(dd, 
20 J=9. 0, 4. 5Hz, 1H) , 3. 66-3. 46 (m, 5H) , 3. 44-3. 32 (m, 1H) , 3. 02-2. 45 (m, 10H) , 
2.52(s, 3H), 2.27(s, 3H), 2. 22-2. 10 (m, 2H), 1.10(t, J=6.9Hz, 3H). 
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aafcgie (4) 

2-^v^y-3- (5- (2- (2- (t^ys^-i — <M -5-t 
5 -^r/v/) /o/^i 



TLC : Rf 0.45(^nn*/^ : — /V=10 : 1) ; 

10 N14R(CDC1 3 ) : 5 7.12(dd, J=8. 1, 8.1Hz, 1H), 6.94(d, J=8. 1Hz, 1H), 
6.79(d, J=8.1Hz, 1H), 5.98(dd, J=4. 5, 4. 5Hz, 1H), 4.20(m, 2H), 4 03(dd, 
J=9.0, 3.9Hz, 1H), 3.55(m, 1H), 3.41(m, 1H), 3.37(m, 4H), 3.06(m, 1H), 
2.97(t, J=6.9Hz, 2H), 2.82(ddd, J=15. 9, 7.5, 7. 5Hz, 1H), 2. 74-2. 51 (m, 
2H), 2.24(s, 3H), 2. 25-2. 14 (m, 2H), 1.72-1. 55 (m, 6H), 1.12(t, J=6.9Hz, 



mmw7 

(5- (2- (2- }^)\>7 -5-^ 

;^^y-;u-4-4M ^h**s) -3, 4-^kKPt7^V^-l 
20 — <)V) T'P^VT^ K 




15 3H) 0 
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3- (5- (2- (2- (4~^f-^y^M -5-*7'A'*-%"9- % S— 

sis-i-jAd 3, 4— Yu1t79 vy-i-4A>) -2- 

if^/n^MJ/V (14 6mg ;3fOt«4-e»3SLfcft-&#©ft*> 
5 5 4(1) T'^jt Srffl V>T, 2 8 2 9 £ 

I5|«©»^|cftUT*3SUfc) <D=.fiS-A' (4ml) *5*t*:r 1*7 fc Kn 
77V (4ml) 5 N*IMfc*J- h U (0. 66m 1 ) £ 

flu*., 5B#fS3igfSLfCo fa&»£4&«r»lf Lfc. 

;V=5 0 : 1^3 0 : 1) -efiffiUfc. #fe*UfcHfc«Wte^A'*5*T^ 

#f-^©a^mi?S3feftu na»ttfli[%rt-**3swft^* (7 5m g ) 

=Sr#fc 0 

15 TLC : Rf 0. 63(^ n nxM'A : — /V=10 : 1) ; 

NMR(CDC1 3 ) : 6 7.86(4 J=8.4Hz, 2H), 7.23(d, J=8.4Hz, 2H), 7. 14 (dd, 
J=7.8, 7.8Hz, 1H), 7.04(d, J=7.8Hz, 1H), 6.81(d, J=7. 8Hz, 1H), 6.55(br 
s, 1H) , 5. 97 (t, J=4. 5Hz, 1H) , 5. 37 (br s, 1H) , 4. 26 & 4. 25 (each t, J=6. 6Hz, 
total 2H), 3.88 (dd, J=9. 6, 3.0Hz, 1H), 3.41(m, 2H), 2.98(t, J=6.6Hz, 2H), 

20 2.89 & 2. 84 (each t, J=6.6Hz, tatal 1H), 2. 62-2. 48 (m, 2H), 2.38(s, 3H), 
2.36(s, 3H), 2.22(m, 2H),1.07(t, J=6. 9Hz, 3H)„ 

3 0 

N- h^>^h^) -3- (5- (2- (2- (4 

25 *f-)vy - 5 - ^ f-fritttV*- fr- 4 M b *tis) - 3 , 
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*afi«2-e*B6Lfcfc£* (2 0 8mg) *3«ttl t 2 — T ^ J ***S- 2 - 
5 ^ h 3r Wn/-?;/' (57. 7m g ) <DZ?t ^tVfrfV&T % K (5ml) ftttftlC 1 
-;n5VW- 3 - ( 3 -Vtf-lVT %J-fv \£M tf/MS^M' ^ K • ttftil ( 1 
1 5mg), 1-t Ka^^^hUry-^ (8 lmg) fcitfMJ^ 
jVT%V (8 3 m 1) fciH*.* M-C-iffeJt^bfCo KJfcfi£WS:**&Lfc. 

y-^=5 0 : 1) TiMU TlEWttfiSrW^SSlS^^* (2 3 9mg) 

TLC : Rf 0.44(^na^/^ : /V=10 : 1) ; 

15 NMR(CDC1 3 ) : 5 7.86(d, J=7. 8Hz, 2H), 7.55(s, 1H), 7.23(d, J=7.8Hz, 2H), 
7.13(dd, J=8.4, 8.4Hz, 1H), 6. 88 fa 2H), 6.81(d, J=8. 4Hz, 1H), 5. 92 fa 
1H), 4.24(t, J=6.6Hz, 2H), 3.24(s, 3H), 2.98(t, J=6. 6Hz, 2H), 2.95(s, 
3H), 2.88(s, 3H), 2. 80 fa 2H), 2.70(t, J=8. 1Hz, 2H), 2.38(s, 3H), 2.38(s, 
3H), 2. 17 fa 2H) 0 

20 

1118 

N-tKndr^-3- (5- (2- (2- -5-* 
4 -> f/V) ^h^) -3, 4-i?fcKnW^- 
l->f AO ^n^T* K 
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##M3 OT^jfLfcfb^ (23 9mg) <D**;-fr (2ml) W& 

**fcu 7mm&*rt*i&mft&m uomg) %#fc 0 ■ 

TLC : Rf 0. 48 d p tf;^ : ;* ^ / — /V'=10 : 1) ; 
NMR(DMS0-d 6 ) : 5 10.35(s, 1H), 7.79(d, J=8. 4Hz, 2H), 7.29(d, J=8.4Hz, 
10 2H), 7.13(dd, J=8.1, 8.1Hz, 1H), 6.88(m, 2H), 5.82(m, 1H), 4.19(t, 

J=6.3Hz, 2H), 2.9l(t, J=6.3Hz, 2H), 2. 67-2. 53 (m, 4H), 2.34(s, 3H), 2.33(s, 
3H), 2. 15-2. 03 (m, 4H) D 

mam 9 

15 N-tKo^-2- (5- (2- (2- (4-^3vK7cc~/V) -5-* 
J-;v**y-V-;v-4-<i;v) cx^vO -3, 
1 — r/^) T±#% K 




20 

ili 2 TfMl Lfcfc£»©tf;fr 13 £H»J 2(26) t?SBg Vtc{t£t%} 
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TLC : Rf 0.36(^oa7}N/UA : ^^y«-/V=10: 1) ; 
NMR(DMS0-d 6 ) : 5 10.47(s, 1H), 8.73(s, 1H), 7.79(d, J=8. 1Hz, 2H), 
7.29(d, J=8.1Hz, 2H), 7.09(dd, J=7.8, 7.8Hz, 1H), 6.89(d, J=7.8Hz, 1H), 
5 6. 88 (d, J=7. 8Hz, 1H) , 5. 91 (t, J=4. 5Hz, 1H) , 4. 18 (t, J=6. 3Hz, 2H) , 3. 07 (s, 
2X0, 2.91(t, J=6.3Hz, 2H), 2.59(t, J=8.4Hz, 2H), 2.34(s, 3H), 2.33(s, 
3H), 2.13(m, 2H) 0 

mmmi o 

10 3- (5- (2- (2- {A-*?-Ary*—M -S-tf-MStW*- 
A,) zch^y) -3, 4-i?tKPW^-l-^) 

15 

tK^Ts 3**fl2"T?KttUfcfc£* (6 2 5mg) ©jfcft^^V^ (15 
m 1 ) JBJWKtelttfl^*^ y ^ (1. 31m 1 ) *3 J:UW V-MtofrKT 5K(1 

yf*iU: 0 fc&ftfcavf**? 1 ^* (1 5ml) to£#U 

ft (4 0 8mg) %#fc 0 #b*Lfcft^tt««-t-*ti:*<*OS«ti:ffl 
TLC : Rf 0. 38(^ n a ft/UJ\ : * $ S*-;v=l0 : 1) ; 
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NMR(DMS0-d 6 ) : 6 7.78(d, J=8. 4Hz, 2H), 7.29(d, J=8.4Hz, 2H), 7.13(dd, 
J=8.7, 8.7Hz, 1H), 6. 92-6. 85 (m, 2H), 6.73(br, 1H), 5.82(t, J=4.5Hz, 1H), 
4.18(t, J=6.3Hz, 2H),2.9l(t, J=6. 3Hz, 2H), 2. 62-2. 52 (m, 4H), 2.19(m, 2H), 
2.07(m, 2H) 0 

5 

3 1 

3- (5- (2- (2- {A-^-^vy^/V) 

-3, 4-^tFct7^Vy-l-^) Zfu* 




MMM 1 0 "CUBbf LtcikG-yKDi?**^ (15ml) t* V W 

(3 6 3/il) *5*t*MI 7^b|» (4 2 3 ai 1) «rJd^., gi£-ClB# 

^^/v= 4:1) -eRIft U Ti3*tt«[Sr^rf «SSft:^«J ( 5 3 3 m g ) 

20 TLC : Rf 0.48(^1?-^ : ^^^=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.86(d, J=8.4Hz, 2H), 7.26(d, J=8.4Hz, 2H), 7.14(dd, 
J=7.8, 7.5Hz, 1H), 6.83(d, J=7. 5Hz, 1H), 6.77(d, J=7. 5Hz, 1H), 5.98(t, 
J=4.5Hz, 1H), 4.25(t, J=6. 6Hz, 2H), 2,98(t, J=6. 6Hz, 2H), 2. 82-2. 68 (m, 
4H), 2.53(t, J=7.8Hz, 2H), 2.38(s, 3H), 2.36(s, 3H), 2. 24 On, 2H) 0 
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5- (2- (5- (2- (5-^f7^-2- ttV 
y wv _ 4 _^^) i^i/) -3, A-^Yni-y^uy-i-^iv) 

5 ccfv>) - 1 H-7- hvy—^ 



##0ij3 (2 1 2mg) <DY;V^y (5ml) tSS»^ 

TS?Kf5^f^ (16 3mg) TVt'^tf^SfcTN 6^ 

tt&<®l (8 3mg) £#fc 0 

TLC : Rf 0. 43 n n TlvVA : ^ 9 J — /U=10 : 1) ; 
NMR(DMS0-d 6 ) : 6 7.79(d, J=8. 1Hz, 2H), 7.29(d, J=8. 1Hz, 2H), 7.15(dd, 
15 J=7.8, 7.8Hz, 1H), 6.94(d, J=7.8Hz, 1H), 6.92(d, J=7.8Hz, 1H), 5.8l(d, 
J=4.5Hz, 1H), 4.19(t, J=6.6Hz, 2H), 3.02(m, 2H), 2.91(t, J=6.6Hz, 2H), 
2.8l(t, J=7.5Hz, 2H), 2.54(t, J=8.4Hz, 2H), 2.33(s, 6H), 2.04(m, 2H) 0 

^#M3 2 

20 ((5-^ h*is* h^r^-3, Kot7^ 1 ^f^) 

•7 0^ . ^zc.f-jVzr.^jV 
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1 4 T'^it Ltzik&%) (4 0 0 m g ) <£^* S (1. 5m 1 ) ^ 
n • S^c^/Wcn* tvW (0. 28m 1 ) *5 «fc Xfij~ h V V Ace. h * v" K (0. 55 
ml, 2.61iinEtOH) ZMx., 8 0*0^3 0#ffijI#Ut, gfiST*^^ 

TLC : Rf 0.64(^rf"^ : @^^^=2 : 1)„ 



ff] 3 3 



tR^Tn ##^!I3 2T^itbfc{b^O^^/-^ (5ml) »4N 
MfcftM-^&k^'^®®. (0.7ml) SrAD^.. ^T*-8fe^bfc 0 

20 @fiif^=10 : 1-5 : 1) T^L, TfE^IM*^ S^Mf^^i 
(4 2 8mg) £r#fc„ 
TLC : Rf 0- 43 (^f-^ : g^^f-;V=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.06(d, J=7.8Hz, 1H), 6.86(d, J=7.8Hz, 1H), 6.70(dd, 
J=7.8, 0.8Hz, 1H), 5.93(brt, J=4.6Hz, 1H), 5.27(brs, 1H), 4.19(q, J=7. 2Hz, 



10 



15 
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4H), 3.63(t, J=7.8Hz, 1H), 3.06(dd, J=7.8, 1.0Hz, 2H), 2.67(t, J=7.8Hz, 
2H), 2. 28-2. 15 (m, 2H), 1.25(t, J=7.2Hz, 6H) 0 

#tM3 4 

5 ((5- (2- (5-^^-2- ^tfV— A*- 4 

->f 7 w) cch^) -3, 4-^kFnt7^vy-l-^V) fif-fr) 



#%M3 3^JK®bfc-fb^» (4 5 6mg) *3 «fctf#%M 2 7 T^itUfc 
ft-^fe (3 7 3mg) (Dmt^^y (10ml) mfcKs MJ7x=;^ 
(5 6 1mg) $3£Tfl, 1' ~ (7"Z*SilArt~M V 
y (5 3 9mg) fcJn*., MTf-IMW^Ufc. SJfcil^fcfcftltU &8E 

5*W7^Pvh^77-f- (^f"^:^^/V=6 : 1) T?lt 

rfdmmm^-t^mm^m (422m g ) £#fc„ 

TLC : Rf 0.54(-^^rf-> : ft»3i^/V=2 : 1) ; 
20 NMR(CDC1 3 ) : 5 7.86(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 7. 13 (dd, 
J=7.5, 7.5Hz, 1H), 6.88(d, J=7. 5Hz, 1H), 6.81(d, J=7.5Hz, 1H), 5.9l(t, 
J=4.5Hz, 1H), 4.29(t, J=6.6Hz, 2H), 4.17(q, J=7. 2Hz, 2H), 4. 16 (q, 
J=7.2Hz, 2H), 3.59(t, J=7. 5Hz, 1H), 3.05(t, J=7.8Hz, 2H), 2.98(t, J=6. 6Hz, 
2H), 2.38(s, 3H), 2.35(s, 3H), 2.16(m, 2H), 1.23(t, 1=7. 2Hz, 6H) 0 
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mam 1 2 

4- ((5- (2- (5-^^-2- (4-^^7*^;v) 
-4-^) ^h^) -3, 4-i?kKot7^l/V-l-^) ^^vv-) 

5 >< y^f-yy s^-s, 



tKn^T^y-t^t (87.5mg) O&tM * /-A' (10ml) ^ 

10 tt^ T^^tf****^ iryy v<o* 9 s-jvmi (5 4 

2/* K 2 5wt%) SrJp^ WL-CS^MUWbfc, *#*&«:3iiUfc. 
T/^^^^T> 5^C##M3 4T^jtUfc^^ (4 34mg) <D 
Jfejcf f7tKB77^ (5ml) «f»S:JD^> 6 0°CQ6 «M#Lfc 0 
RJSSB^ftSrftlBLfc. S^lNiSlT-t^Lfc, ^f^Srv^fVl^- 

fc#1"*#*#ftS#fc (12 3mg) £#?c 0 
TLC : Rf 0. 36(^ D D^/kA : t?/—/!/ : BSfc=20 : 2 : 1) ; 
NMR(DMS0-d 6 ) : 6 7.79(d, J=8.4Hz, 2H), 7.29(d, J=8.4Hz, 2H), 7. 12 (dd, 
20 J=7.8, 7.8Hz, 1H), 6.98(d, J=7.8Hz, 1H), 6.89(d, J=7. 8Hz, 1H), 5.66(t, 
J=4.5Hz, 1H), 4. 18 (t, J=6.3Hz, 2H), 3.08(brs, 2H), 2.9l(t, J=6.3Hz, 2H), 
2.56(t, J=8. 1Hz, 2H), 2.33(s, 3H), 2.32(s, 3H), 2.09(m, 2H) 0 
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mmn 

Mfflffi 1 

5 • 3- (5- (2- (2- - 5 -^/V^i^- 

f/P) ^b^ri^) -3, 4-^tKnt7^l^y-l-^) T'a 



5. Og 

• %)Vi$^s*=f-)V : t}Vxi~*i3)Vi/V& (Jw^riJ) 0.2g 

•^fTDyiv^e/^ (Pit3J) o.ig 

10 -$^b^^o-^ •••••4.7g 



mm 

1 5 44$#&^W-t-5 T ^7)\> 10 0 *Sr#fc 0 

• 3- (5- (2- (2- U-^/Wy^/U) -5-7^1^-3^/- 
fr-A-JM ^h*i/) -3, 4-^tFnt7^l'y-l-'f/V) 

2.0g 

/V 20 g 

20 -^W* ••••1000ml 
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i. -jhss (i) 




xk(i)%$&s *fcft(2)ci-4rMi/^*i?U 

Ytt(l)-0-S. *fcH:(2)-S-£&£fc>U 
10 ZliCl~47;^v^IlrtfcU 

Att(l)-0-K. *fcf±(2)-S-*fc*fcU 

R 1 f±(l)COOR , ai> (2)CONHjl, (3)CONHOHl, (4)CH 2 OH 
(5) C HOS, (6) 1 H-X h 7 y-^- 5 -- f *fc{* (7) 3 , 5 - 

15 R 5 f* (1) * tt (2) C 1 ~ 8 TA"***fc*:b U 

R 2 ^j:0R 3 (^^tl^35rUT, (DtKJWB^ (2)Cl~87/^/H> 
(3) C 1 ~ 8 771^ t fc (4 (4) 7 = -/IsmVW&Sfrfc C 1 ~ 8 T JV 

R 4 ft (1) jJOfclK^ * (2) C l ~ 8 T/^/i'gSr^fr U 
20 DttD\ D 2 ^ *fcttD a fc**>U 
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r i ng lte-U*tctt.&m*mi£tlX^X%Z.^C3~l 0O*itfe 
5 D 2 f± 




ring 2»IBIIK^ a*Jg^*fcr±«EllW?*»feWi*il« 1~4<B© 
D 3 f*C 1 ~ 8 T/l^/^Sr^fr Us 

R 6 ft(l)7K*M^ (2)C1~8 7;^;H, (3)=hnS N (4)NR 7 R 8 S, 
(5) ad ^ (6) C 1 ~ 8 (7) C 1 ~ 8 T^^^^S> 

15 (8)CF 3 1, (9)CF 3 Og N (10)-^*fc^W^$ttWT^J;V>C 

3-10 o^t fcttii^ir p -/k ttmummm*. Mmm 

££&tfSifrFn£*vCVvCt) 3 ~ 1 O^O^^^S"^^ y - 
20 R 7 33 £ tfR 8 fi % *;^*UBUfc UT (1) * ft (2) C 1 ~T>V*)V 

m«:l~3^^1-o) 



162 



WO 02/051820 



PCT/JP01/11255 



2. DtfD^&frU fr^R 1 &cooR 5 m*mt>-fw#offimiwMi.<D-~ 

5 3. Dtf^&^bU ^R^5CONH 2 I, CONHOHl, CH 2 OH 

^y^f-yy >--4— < r^ssr^-f-^oisffliiB^-^ (i) -c 

5. DJ0SD 2 Sr^U ^OR^SCONHzI, CONHOHl, CH 2 OH 
15 m. CHOS, lH-Tb7^-5-^^S, &tcf±3, 5-i?**y 

20 ^ (I) -e^^^xS^t Kn^y^l^^frffc^ ^fcte^ftbtf)^ 

7. DtfSD 3 £«>U ^OR 1 ^CONH 2 S > CONHOHS, CH 2 OH 
S> CHOSs lH-ff7^-5->f^ l£fcft3, 5-^=¥y 

25 ^y^f-yy^-4— i-7us^^-r^^ffiiiE«o-^ m 
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8. fKMftte*** 

1) 3- (5- (2- (2- (4-^Wx=yl/) 

-3, 4-VkKot7^^-l->f^) 

2) 3- (5- (2- (2 -7*^/1^- 5 -^^^f-^*-^- 4 -^f 
^hdri/) -3, 4-^tKnt7^^-l--f;V) ^n^'yi^ 

3) 3- (5- (2- (2- (4- t - ~7^)V7 -5-*ffr* 
10 dF-fr^— 4 -< -3, 4-^tKot7^1/y-l-^ 

4) 3- (5- (2- (2- (4-^W^7x^) -5-^ 

-3, 4-v^t Knt7^l/y-l 

15 5) 3- (5- (2- (2- (4- MJ 7^B^^7s=^) -5- 
^^/^' a rf- x /-^-4— f/U-) ^l^i/) -3, 4-^tKat7^^ 

6) 3- (5- (2- (2- (4- MJ7^tB^f/^>7i=;V) 
-5-^/W-^fV~^-4-- f/l") Jcf^v') -3, 4-i?tKot7 

20 * W- 1 — fM Zfu/Om • azf-/U^^r-/U s 

7) 3- (5- (2- (2- (4-^^7a:^7V) - 5 - P^/l'^f- 
^-7V-4-^/^) ^h^) -3, A-^MYni-y^vy-l-y(;v) 

8) 3- (5- (2- (2- (4-^Pn7x^) - 5 - ^ fvl^^f" 
25 ^^-4-^/^) jih^^) -3, 4-v?tKnt7^yy-l--l'^) 
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9) 3- (5- (2- (2- (4-^Wt7x^) 
^y-/U-4-4M ^h^» -3, 4-i?tKPt7i?^-l-f 

10) 3- (5- (2- (2- (4—l'yyctt 0 /^ ; c^) -5-^ 
5 T^) -3, 4-i>tFnt7^l^y-l 

11) 3- (5- (2- (2- (4-yntV^cn^/W) -5-^^/^ 

f/V) ^b^rix) -3, 4-^kKnt7^1/y-l-^ 

10 12) 2- (5- (2- (2-7^=yU-5-^^^f-y— /^-4- 
yfAO ^hdrv') -3, 4-v?tKnt7^Wy-l-'fA') gt-gfc . jc^yt/ 

13) 2- (5- (2- (2- (4-^f;V7s^) 
f->A-/u-4-^A') ^b3^) -3, 4-^KPt7^vy-i-'f;v) 

15 • zc^Vl^cj^/K 

14) 2- (5- (2- (2- (4-^D^i/^7^=/V) -5-^ 
^^f-y— ^-4— f/l^) ^f^f) -3, 4-^tFnt7^l'y- 

15) 5- (5- (2- (2-7^^;W-5-^^/W^f->/-/l^-4- 

20 -^^) ^b^f-i/) -3, 4-^fc Vui-7fi uy-i-JM s<y?y&- 

16) 5- (5- (2- (2- U-t^JVysL-As) -5-*^** 
y-y— ;V-A— i)V) ^h^cis) -3, 4—^fc Kat7^vy- 1 (A) 

25 17) 5- (5- (2- (2- (4-^^r^77cc^) -5-p« 
^^f-^-^-4— T^) ^b^) -3, 4-v^fc Kpt^7^1/^- 
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18) 2, 2-i?*7'A^-3- (5- (2- ( 2 -7*^/1'- 5 -^/l^ 

^f-y-/w-4-^f;w) ^b=^) -3, vvi-y? uy-i- 

5 19) 2, 2-^^-5- (5- (2- (2-7^^/1^-5-^^ 
^f-y-/V-4— f/U) ^h*^) -3, 4-^thWi?l'y-l- 

7^) y& • * ^/u^^/k 

2 0) (5- (2- (2- ( 4 - p< = 

M -5-* s f-;vjr*cy~/—?v- 4 — { M h ^y) - 3 , 4-v'fcKp 
10 •fypuy-i-'C/i') -fuAyW.- ^/^.xtvk 

2 1) 3- (5- (2- (2- (4-^^7*=:/l/) -5-^5=-/^^ 
f-y-/^-4-^/W) ^h^vO -3, 4-^fcKPt7^l'y-l-'f/» 

2 2) 3- (5- (2- ( 2 - 7 ^ —As— ^Vt^^r f- /W- 4 - 
15 -3, Kot7i?vy-l-^f;>) ^P^y^ 

2 3) 3- (5- (2- (2- (4- t -7^7^ -5-^^ 
^-dri^y— /1^-4-^/U) ^h^rvO -3, 4-^t Kp Wl/V-l- 
^AO 7n^^, 

2 4) 3- (5- (2- (2- (4-^W?;7x=;» -5-^ 
20 f-)V^^/-)V- 4-s(;V) -3, 4-*y~\i YvT7 * vy- 

1-^/V) T'PAVt, 

2 5) 3- (5- (2- (2- (4-fy7/^n^f/l/7x^) -5 
-^^/V^f-y— f/V) ^h^vO ~3, 4-^t: KPt7^l^ 
y-1— f/M 7P/^t, 
25 2 6) 3- (5- (2- (2- (4 - h JJ 7/1^0 ^/t^^v^^/V-) 
-5-^^^f- > /-/V'-4-^/V') ^h^vO -3, 4— 7fcKn^7 
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2 7) 3- (5- (2- (2- (4-^on7*^) 

^•V— ;v-4-4M ^Y^y) -3, 4-i?t \?vT7? 1 — ifr) 

5 2 8) 3- (5- (2- (2- (4 f)V^ir7^)V) 

^^>/-/>-4— f/V) ^h*is) -3, ±-VM\:u<t7ZVV-\- 

2 9) 3- (5- (2- (2- yzfv&uy^-jU) -5-^ 
/t'^f-y-A'- 4 — - f/U) ^h^ri/) -3, 4-i?tKnt7^I/y-l 

10 -> T/w) -fvi/^ym, 

3 0) 3- (5- (2- (2- (4-7°Pf^7^^l') -5-^^/^ 
*^-)V-4-<i }V) ^h**/) -3, 4-i?k Kot7^ 

3 1) 2- (5- (2- (2-7^ 5 - ^ fVl'^lJ-y'— A'- 4 - 

15 ^/i^) zc^^) -3, 4-^th*ni-7^uy-i-y/u) mm. 

3 2) 2- (5- (2- (2- (4-p<^73i-/V) - 5 - 5vU-;*-# 
•^y-;u-4— f/v) ^J>^i/) -3, Knt7^yy-1-^) 

3 3) 5- (5- (2- ( 2 - 7s-^- 5 - ^ f /Vt^t^/l'- 4 - 
20 -3, 4— ^fc Kt2^-7^^^-l—<^) 

3 4) 5- (5- (2- (2- (4-^f;V7x^) -5-^^^ 
^/—;V-4-4M -3, 4-^t Kot7^yy-l-^;v) 

3 5) 5- (5- (2- (2- U-Vt^T^yy^-M -5-* 
25 ^^^-4-^^) ^b^^) -3, 4-^fc l^- 
1— fVV) -0^^^> 



167 



WO 02/051820 



PCT/JP01/11255 



3 6) 2, 2-^^-3- (5- (2- (2 -7*^- 5 -^/V 

f/v) ^h=H/) -3, 

3 7) 2, 2-^^-5- (5- (2- ( 2 -y 5 TvV 

5 tf-dMJV-/i'-4->f*0 ^f^V) -3, 4-S?fc Kn^7^V'^-l~ 
>f/V) 'O'*^ 

3 8) 2-^^/^^'>-3- (5- (2- (2- (4 -j^/K^^ 
/i^) -5-^^/v^f-y , -^-4-^/v) ^Y**s) -3, 
^^Ix^-l-lVl") T'n^^^ 
10 3 9) h^rv^-3- (5- (2- (2- (4 — ^ n^V/l^cc 

- 5 ^VV^f-)/— /I'- 4 — Y AO ^ h 3rV) - 3 , 4 -S?fc K 
n^-7^V^-l-^f/V) ^n/N 0 ^, £fc& 

40) 2-^ h^>-3- (5- (2- (2- ^=-)V) - 

5 _^^. ;l/ ^^/^u-4-^M ^Y**S) -3, 4-^kKot7;? 
15 l/^- 1 -- fAO 7"D^>'@|T'feSi*^l5ffi2ia«©v ? t l/^ 

1) 2- (5- (2- (2- (4-^0^^/^^^^) - 5 -^f- 
20 /^^rf-)/-/V- 4 -- f/V) ^h^^) -3, 4-i?tKot7^wy-l 

2) 2- (5- (2- (2- (4-^^7^^/V) 
y-^_ 4 _^ /V ,) a^Y^is) -3, 4-v?tKuWl^y-l-^/l') 

25 3) 3- (5- (2- (2- (4 -^/Vo^cvV) - 5 - ^^f- 
> /_ /l ,_4_^ / v) ^fdri^) -3, 4— ^fc Yn-fyfVV-l-' (M 
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4) 2- (5- (2- (2- (4-^0^^7i^) 
As**y-V—)V-±-4)V) ^y**s) -3, 4- ?K }mi"7#W-l 

5 5) 2- (5- (2- (2- U-^A'^xsA') -5-^5v^=3rf- 
y^-,u-4—CM ^h^ris) -3, 4-i?t Knt7^^-1-^) 

6) 2-^h^rv'-3- (5- (2- (2- (4 — ^^Vk^a^AO -5 
-^^^f-i/— /l^-4— (A>) 3^Y**s) -3, 4-v?tKPt7^V' 

10 ^- 1 — f ^0/>°VT 5 K 

7) N-fcKn^-3- (5- (2- (2- (4-^^7i=^) - 
5-7«^/^'3rf-^^-4-'1 > /W) -3, 4-^tKPt7^ 

8) N-fcKa^r^-2- (5- (2- (2- (4-^^7*^/1^) - 
15 -^-4-' f/W) ^h^rf) -3, 4-^tKnt7^ 

i/y-i- r-fe^ =: b\ 

9) 3- (5- (2- (2- U-^/l^dL-ZV) -5-^^Vloh¥1f 
✓-/V-4-- f/u) ^h^i-O -3, 4-i^fc Knf-7^^^-l—</V) 

20 10) 5- (2- (5- (2- (5-^^-2- (4- ^^;vy zz.-fr) 

4 -sfjU) ^b*iS) -3, 4-^tKnt7^^-l- 

1 1) 4- ((5- (2- (5-^?VW- 2- (4-^^/^*^/>) 
y-^~-;V-4-JM -3, 4-S?fc Kt3^7^l^y-1— (M 

25 ^y^f-^y^-3, 5-^vx*$)5it^®ffl3ia«^^ 
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1 0. ffc3« s 

1) 3- (5- (2- (2- (6-^^75/^9^-3— <M 

4-4 ;v) ^V^s) -3, 4-i^tKnt7 

5 * W— 1 — f A') 7°vOB. • * ?vl^*7VK 

2) 3- (5- (2- (2- (1, 3-^^4y^^-5—fM - 
5-t^;v****y~;v-4-4;v) x-b**/) -3, 

i/y- 1 — f/v) ^a^^gl • ,*5vv^.X7vK 

3) 3- (5- (2- (2- (6- (^/^!J tfpSJf- 
10 3 -4 sis) -S-tJ-frtt^J-zV-A-j ;v) ^b^rf) -3, 4-v 1 

t Kn^-7i? l^— 1 f A') :/n/-?^ • ^/uccx x/K 

4) 3- (5- (2- (2- (2, 2 — - 1 , 3 -S^MNf 

-5-^^A^-^f-y > -A-4-^A) ^h^i/) -3, 

15 5) 3- (5- (2- (2- (6-5?xW5ytfJ^-3-' fAO 
-5-^^A^f-y-/V-4-^/W) ^h^vO -3, 4-S?t KBt7 

6) 3- (5- (2- (2- CA) -5-*7-/\fT 

^b*is) -3, Ko^-7^l^V-l— TA) 
20 ~? n VSI • ^- * rvK 

7) 3- (5- (2- (2- U-^At^y^V-l — fA) -5- 
^f/vf7^-4--f/>) ^b^» -3, A-VtYn-rytvy- 

8) 3- (5- (2- (2- (^e/^}}y-4-4M 

25 y-;V-4-^A) -3, 4-^fcKDt7^wy-l-'f/i') 
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9) 3- (5- (2- (2- (ft*/V*!Jy-4-^;V) -S-tf'A' 
f7 , /-/V-4-'f/V)3:h^) -3, 4-^tKot7!?^y-l-i 

10) 3- (5- (2- (2- (6-*?'A'\f])i?>-3-'(M -5- 
5 ^^^df-f-5/-/V-4— f/V) ^h^rv') -3, 4-^tKnf7^^ 

- 1 — {M -7u/<yi& • a^^/^^-r/K 

11) 3- (5- (2- (2- (1, S-V**f-)V\?7y—)V-Z-' (M 
-5-^^-/^^y-^-4--(M ^h^) -3, 4— ^kKPt7 

10 12) 3- (5- (2- (2- (4-/^/U\f^.])^y-l— <A/) -5 

13) 3- (5- (2- (2- (5-^^t'7^-2— f/U) -6- 
^^•/W^f-y— /V-4->f;V) ^h^vO -3, 4-^tKPt7;?Vy 

15 - 1 -4M -7w*>Wt • ^/Urc^TVK 

14) 3- (5- (2- (2- (1, 2, 3, 6 — T h9 t Kn \f V W 

-5-^fWy^-4-'f;V) ^h^f) -3, 4-i^ 

15) 2- (5- (2- (2- (4-^^Vf^<7^^-l— f/W-) -5 
20 ^h^f) -3, 4-^tKoW^ 

- 1 —- <A0 • :x^/wn*7VK 

16) 2- (5- (2- (2- (f^y^^-l—Y/^) - 5 -J-J-JV^- 
T ^~- )X ,-±-4 )V ) zch^y) -3, 4-v ? tKnt7^Vy-l-f^) 

25 17) 5- (5- (2- (2- (1, 3 -VttW is? is- 5 -> <M 

- 5 - ^ ^/W^-^f-y-^- 4 — 4 A?) 3i b 3^) - 3 , 4-v?t Kot7 
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18) 2, 2-$^9vV-3- (5- (2- (2- (6 -i^^AT 5 / 

5 19) 2, 2-^^-3- (5- (2- (2- (6- (^JJ^>-1 
— fA) \?Vi?y-3-4/\s) -S-tJ-frttyry-jV-A-jtV) 

-3, Kn ^7^1/^-1— fA) T'u/-?:^- ^/l^* 

2 0) 2, 2-^^-3- (5- (2- (2- (6- (^V*!Jy- 
h^-» -3, A-VKYwryZvy-l-j ;v) -?u/*y&- tf-jvx. 

2 1) 2, 2-S^?VV-3- (5- (2- (2- (6-^f;H^y^y 
-3—f/W) -5-*5vl^^if>'-/l'-4->fA0 -3, 4- 

15 i^t W- 1 -> f A) yn/N'ylS • ;*?vwc*7vK 

2 2) 2, 2-^^-3- (5- (2- (2- (^Asfr V V— 4 — f 
;V) -§-U-)Vf-T9'-)\'-A-4)V) rch^>» -3, 4-^tKot 
y$ v^- l — f jv) zfu/<v^. • ^^v^^-r/K 
2 3) 2, 2-^^-3- (5- (2- (2- (t°-<y 1 

20 AO - 5 ->Wry-/V- 4 -'f AO ^ b ^V) - 3 , 
7^ l/^- 1 — ^T^V) /PA'yi • ^^A^^x/K 

24) 2, 2-v^A-3- (5- (2- (2- {^^)V^)y-A 
-^/v) -5-^Wr/-^-4->f;v) ^f^>0 -3, 4-i^fcK 
VI/- 1 — f tV) yn^Vi • ^f;Ux7f/K 
25 2 5) 3- (5- (2- (2- (6 -^5vKT5 / i^- 3 -< -fA) 
-5-^f L /V^f-y-A-4-l'A) ^h^iX) -3, 4-i?kKnt7 
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2 6) 3- (5- (2- (2- (1, 3— 5?t^^-5-' fA') 

^h^) -3, 4-5?tKnt7 

^wy-i-^/v) ^p/n'^ii, 

5 2 7) 3- (5- (2- (2- (6- Ot/Hfc !) ^- 4 — f /V) t'U^V 
-Z-^jv) -5-*^;vjr*W~;v-4: — ( ;v) ^Y^y) -3, 4- 

uy- 1 — T/w) ^n/N 0 ^, 
28) 3- (5- (2- (2- (2, 2-i?7JV*v - 1 , 3— S^F-f- 

10 3, 4-^tKot7^Uy-l-^/l') 7*0/^ 

2 9) 3- (5- (2- (2- (6— ^zc^jV7%J \?V i?y- 3 -J fr) 
-S-t^jVtt^S—fr-A-jfr) if^v') -3, 4-^fcKDf-7 

30) 3- (5- (2- (2- (tr^y^-i— ou) -5-^/1^ 

15 TV~)V-A-4)V) ^Y**y) -3, 4-i^fc }?u±y?vy-i-<{jv) 
ytt/^y^ 

3 1) 3- (5- (2- (2- U-^/H^yi^- -5 
-pt^VW^A-A'-^— f^) ^h^rf) -3, 4— Yn1ry?vy 

20 3 2) 3- (5- (2- (2- (^yy-4-^f/V) 

7/^-4-^/^ ^h=3ri/) -3, 4-v > tKnt7^Vy-l-^) 

3 3) 3- (5- (2- (2- (f^e/i'zfry ^-4— f/v) 
W/-/V-4->f/i/) ^h^v-) -3, 4-i?tKnt7^^-l- 
25 -f/w) yo/^^ 

34) 3- (5- (2- (2- P^-3-^T^) -5- 
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3 5) 3- (5- (2- (2- (1, 5 3-' <M 
- 5 -*J-jvir*y-V—)V- 4 -JM h **y) -3, 4 s?t Kn ^7 

3 6) 3- (5- (2- (2- U-^/W^y^-l— Y/W -5 
-^W7^-4 — T^) ^h^rf) -3, 4-^tKat7^vy 
-l-W^) ^D/N'yi, 

3 7) 3- (5- (2- (2- (5-^^t e 7^V-2-^/^) -5- 
10 ^^/W^-=Srf-y-/l^-4-^/V) 3ihdr>» -3, 4-S?fc Fa-**?* I'J' 

38) 3- (5- (2- (2- (1, 2, 3, 6-fh7tKo^y^ 
-l-JM -5-^f;Vf7^-4-^^) ^h^) -3, 4—5? 
kKnW^-l-^) y°u/<yM, 
15 3 9) 5- (5- (2- (2- (1, 3 -i?**t*M 5 — fAO 

-5 -* s f-;Vjr*^/—)V-4 — (A>) ^h*is) -3, 4-i?tKot7 

40) 2, 2-^^-3- (5- (2- (2- (6-^f^7^/ 

20 3, 4-^tKat7^Vy-l--f/V) 

4 1) 2, 2-^^-3- (5- (2- (2- (6- (fcTPS^-l 

*ry) -3, 4-^tKnt7^i/y-l->f;i/) :/n^:^ 

4 2) 2, 2-v^5vW-3- (5- (2- (2- (6- (-^^V^ JJ > — 
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4 3) 2, 2 3- (5- (2- (2- (6 -t^/Wl) *?V 
-3 — (M -5-^^^f-y-/V-4->f^) -3, 4- 

4 4) 2, 2-^^-3- (5- (2- (2- (*A*?Pi'-4— ( 
5 ;v) -5-^f^f7/-^-4-^;v) ^h^) -3, Kot 

4 5) 2, 2-^^-3- (5- (2- (2- (fcT-<y S?^- 1 — < 
/U) - 5 4 — f/>) ^ h -3,4 -S^fc Kn ^ 

10 4 6) 2, 2-$^^vW-3- (5- (2- (2- (WA^!lV-4 

-^^) -5-^wry^-4-^f;v) x-h^y) -3, 4— s?tK 

4 7) 2-^=^-3- (5- (2- (2- U-^/Hf-*?^- 
1— T/V-) - 5 - ^ <?}V=f-T y—)V- ^h^riy) -3, 4-S>fc 

15 Kn^-7^W^-1-^^) ^n^vSK 

4 8) 2-^ h^-y-3- (5- (2- (2- (tf-^U W- 1 — -f A<0 
- 5 — * =f)\^-T 4-4^) -3, 4-^fc Yu7*y# 

l^-l-^Vv) 7 p P^^T*fe5lt^©^ffl4|B«^^t Kn^?* W 

20 

1 1 . 

1) 2- (5- (2- (2- (4-^f/^7v ? y-l-^^) -5- 
^^7^-4-^^) ^h^rf) -3, 4-^tKnt7^W- 

25 2) 2- (5- (2- (2- (f-<!J S^- 1 -JM 

y_ A ,_4_^, V ) cch^^) -3, 4-^kKnt7^^-l-f^) 
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3) 2- (5- (2- (2- (4-^^/Hf^7V 5 >'-l— (M -5- 

^h^V) -3, 4-i?MYu1ry9\s-y- 

5 4) 2- (5- (2- (2- (tf«<!7S?J/-l— fA") 

*S~-As-4-4M =^b^» -3, 4-i?t KnWV^-l-^) 

10 12. fb^a* 

1) 3- (5- (2- (2— fy^n t°/^-5-^f-/^^ ; f->'-/^-4 
->f/k) ^3rS') -3, 4-i?tKot7^vy-l-^) ^o^V^ • 

2) 2- (5- (2- ( 2 -/f a 5 - ^ W^rf /-/P- 4 
15 -JM *.h*ls) -3, 4-^tKot7^l/y-l-^) Wlk'^ 

3) 2, 2-^^-3- (5- (2- (2 — f Vf* tf^~ 5 
/Istt-V"/— ccbdf^) -3, 4-v?t Kot7^^-l 

20 4 ) 3- (5- (2- (2— /U-4 
-xf/p) aih^i/) -3, 4-v J tKot7^l/>;-l-'f/H ^o/-?^, 
5) 2, 2-^^-3- (5- (2- (2-^f y:7'ot?/^-5-^ 
/^;*-=2H^V'-;^-4-'f/^) -3, 4-^kKnt7^^-l 

25 6) 2-cc h=3r^-3- (5- (2- (2 -- < y/n tf/V- 5 

3rf-y—Jl'-4-jM ^b*^) -3, 4-5?tKat7^H'-l-'f 



176 



WO 02/051820 



PCT/JP01/11255 



1 3 . fc&W 

5 1) 2- (5- (2- (2— fy7 p ntf , ^-5-^^^-'2rf->'-^-4 
-^/k) rchdri/) -3, 4-v>tKnt7^l'y-l-'f^) ;n*y-/K 
3: fete 

2) 2- (5- (2- (2-^y7 p at:Vu-5-^^/^' a rf-y^>'^-4 
-^/l^) cxh^) -3, 4-v J tKnt7>5'l'y-l-^) 7t hT/l' 

14. If^^HllB^-^ (I) T^£ft5^t Ka^-7^V-^^ 

15 -Aitmm^ttft:^^ (ppar) mmi 

15. |f^<Z)^Sl|B«©-^ (I) X^£tl5i?K Ko^^^if 

(PPAR) a*5j:0yMM»Jo 

20 

-AiiJg^^b^ft: (PPAR) a*5j;t^yMT^-^ ho 

25 i7. m^(ommimm<D-^ d) T^^5^kKot7^i/>ii 
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is. H#©ffiffii!E«©-#:£ (i) ^^5^tKot7^vyi|; 

19. m^<DmmiBSMo-^ (n t^w^Kc^^i 

n -yKD^c^J, 1*^*5 «fc tf/ 3 K n - A X © y ^ ^ 7 t ^ ^ - 
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mm 

Sequence Listing 
<110> 0N0 Pharmaceutical Co. , Ltd. 

<120> i?t b'vi-7?i'>mmMz&®&£V%<Dfc&®Z^]mbirmM 

<130> 0NP-4028PCT 

<150> JP 2000-392723 
<151> 2000-12-25 

<160> 3 
<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response sequences 
<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 

gcgacggagt actgtcctcc gagct 85 

<210> 2 

<211> 9 

<212> PRT 

<213> Unknown 

<220> 

<223> Nuclear localozation signal derived from SV-40 T-antigen 
<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 

1 5 
<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 
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Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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